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(57) Abstract 

This invenuon is directed to triaryl 
acid derivatives of fonnula (I) and their 
phazxnaceutical compositions as PPAR 
Ugand receptor binders. The PPAR ligand 
receptor binders of this invention are useful 
as agonists or antagonists of the PPAR 
receptor. In formula (I), (a), (b). and (c) are 
indcpendendy aryl, fiised arylcycloalkcnyl. 
fiiscd arylcycloalkyl, fused arylhetcrocyclcnyl, 
fused arylhecerocyclyl. heteroaryl. fused 
hetcroarylcycloalkerayl, fused heteroarylcy- 
cloalkyl, fused hcteroarylhctcrocyclcnyl, . or 
fused heteroarylheterocyclyl; A is -0-. -S-. 
^O-. -S02-, -NRij-, -C(0>-. -N(Ri4)C(0)-. 
-C(0)N(Ri5K -N(Ri4)C(0)N(Ri5K 
-C(Ri4>-N-, (d), (e), (f) a chemical bond, 
(g) or (h); B is -0-. -S-, -SO-, -SOi-. 
-NRi?-, a chemical bond, eihynylcne. -C(0>-, 
-N(Ri8)C(0)-. or -C(0)NRi8-; D is -0-. 
--S-, -NRi9-, a chemical bond, etivynylene, 
-QOK -N(R2o)C(0>-. or -C(0)N(Rw)-; 
£ IS a chemical bond or an ethylene group; 
Z is R21O2C-. R21OC-, cyclo-imidc. -CN. 
R21O2SHNCO-. R2JO2SHN-.. (R2i)2NCO-. 
R2iO-2,4-thiazotidniedionyl, or tetiazolyl. 
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TRI-ARYL ACm DERTVATT/ES AS PPAR RECEPTOR UGANDS 

Background of the Invention 
This invention is directed to the use of triaryl acid derivatives and their pharmaceutical 
5 compositions as PPAR ligand receptor binders. The PPAR ligand receptor binders of this invention are 
useful as agonists or antagonists of the PPAR receptor. 

Field of the Invention 

Peroxisome proiiferator-activated receptors (PPAR) can be subdivided into three subtypes, 

10 namely: PPARo, PPAR5, and PPARy. These are encoded by different genes (Motojlma, Cell Structure 
and Function, 18-J167.277, 1993). Moreover, 2 isoforms of PPARy also exist, PPARyi and y2- . These 2 
proteins differ in their NHj -tenninal-30 amino acids and are the result of alternative promoter usage and 
differential mRNA Slicing (Vidal-Puig, Jimenez, Linan, Lowell, Hamann, Hu, Spiegelman, Flier, 
Moller, J. Clin. Invest. 97:2553-2561, 1996). 

1 5 Biological processes modulated by PPAR are those modulated by receptors, or receptor 

combinations, which are responsive to the PPAR receptor Hgands described herein. These processes 
include, for example, plasma lipid transport and fatty acid catabolism, regulation of insulin sensitivity and 
.blood glucose levels, which are involved in hypoglycemia/hyperinsulinism (resulting from, for example, 
abnormal pancreatic beta ceil function, insulin secreting tumors and /or autoimmune hypoglycemia due to 

20 autoantibodies to insulin, the insulin receptor, or autoantibodies that are stimulatory to pancreatic beta 
cells), macrophage differentiation which lead to the formation of atherosclerotic plaques, inflammatory 
response, carcinogenesis, hyperplasia or adipdcyte differentiation. 

Obesity is an excessive accumulation of adipose tissue. Recent woric iri this area indicates that 
PPARy plays a central role in the adipocyte gene expression and differentiation. Excess adipose tissue is 

25 associated with the development of serious medical conditions, for example, non-insulin-dependent 
diabetes mellitus (NIDDM), hypertension, coronary artery disease, hyperiipidemia and certain 
malignancies. The adipocyte may also influence glucose homeostasis through the production of tumor 
necrosis factor a (TNFa) and other molecules. 

. Non-insulin-dependent diabetes mellitus (NIDDM), or Type II diabetes, is the more common 

30 fonn of diabetes, with 90-95% of hyperglycemic patients experiencing this form of the disease. In 
NIDDM there appears to be a reduction in the pancreatic ^ell mass, several distinct defects in insulin 
secretion or a decrease in tissue sensitivity to insulin. The symptoms of this form of diabetes include 
fatigue, frequent urination, thirst, blurred vision, frequent infections and slow healing of sores, diabetic 
nerve damage and renal disease. 
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Resistance to the metabolic actions of insulin is one of the key features of non-insulin dependent 
diabetes (NIDDM). Insulin.resistance is characterised by impaired uptake and utilization of glucose in 
insulin-sensitive target organs, for example, adipocytes and skeletal muscle, and by impaired inhibition of 
hepatic glucose output. The fimctional insulin deficiency and the failure of insulin to supress hepatie 
5 glucose output results in fasting hyperglycemia. Pancreatic p-cells compensate for the insulin resistance 
by secreting increased levels of insulin. However, the ^cells are unable to maintain this high output of 
insulin, and, eventually, the glucose-induced insulin secretion falls, leading to the deterioration of glucose 
homeostasis and to the subsequent development of overt diabetes. 

Hyperinsulinemia is also linked to insulin resistance, hypertriglyceridaemia and increased plasma 
1 0 concentration of low density lipoproteins. The association of insulin resistance and hyperinsulinemia 
with these metabolic disorders has been termed "Syndrome X** and has been strongly linked to an 
increased risk of hypertension and coronary artery disease. 

Metformin is known in the art to be used in the treatment of diabetes in humans (US Patent No. 
3,174,901). Metformin acts primarily to decrease liver glucose production. Troglitazonc® is known to 
15 work primarily on enhancmg the ability of skeletal muscle to respond to insulin and take up glucose. It is 
known that combination therapy comprising metformin and troglitazone can be used in the treatment of 
abnormalities associated with diabetes (DDT 3:79-88, 1998). 

PPAR y activators, in particular Troglitazone®, have been found to convert cancerous tissue to 
normal cells in liposarcoma, a tumor of fat (PNAS 96:3951-3956, 1999). Furthermore, it has been 
20 suggested that PPAR y activators may be useful in the treatment of breast and colon cancer (PNAS 

95:8806-8811, 1998, Nanire Medicine 4:1046-1052, 1998). . . 

Moreover, PPARy activators, for example Troglitazone®, have been implicated in the treatment 
of polycystic ovary syndrome (PCO), This is a syndrome in women that is characterized by chronic 
anovulation and hyperandrogenism. Women with this syndrome often have insulin resistance and an 
25 increased risk for the development of noninsulin-dependent diabetes mellitus. (Dunaif, Scott, Finegood, 
Quintana, Whitcomb. J. Clin. Endocrinol- Metab.. 8 1 :3299, 1 996. 

Furthermore, PPARy activators have recently been discovered to increase the production of 
progesterone and inhibit steroidogenesis in granulosa cell cultures and therefore may be useful in the 
treatment of climacteric. (United States Patent 5,8 14,647 Urban et al. September 29, 1998; B. Lohrke et 
30 al. Journal of Edocrinology, 159, 429-39, 1998). Climacteric is defined as the syndrome of endocrine, 
somatic and psychological changes occurring at the termination of the reproductive period in the female. 

Peroxisomes are cellular organelles which play a role in controlling the redox potential and 
oxidative stress of cells by metabolizing a variety of substrates such as hydrogen peroxide. There are a 
number of disorders associated with oxidative stress. Forexample, inflammatory response to tissue 
35 injury, pathogenesis of emphysema, ischemia-associated organ injury (shock), doxorubicin-induced 
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cardiac injury, drug-induced hepatotoxicity, atherosclerosis, and hypcroxic lung injuries, are each 
associated with the production of reactive oxygen species and a change in the reductive capacity of the 
cell. Therefore, it is envisaged that PPARa activators, among other things, regulate the redox potential 
and oxidative stress in cells, would be effective in the treatment of these disorders (Poynter et al, J. Bipl. 
Chem. 273, 32833-41, 1998). 

It has also been discovered that PPARa agonists inhibit NFicB-mediated transcription thereby 
modulating various inflammatory responses such as the inducible nitric oxide synthase (NOS) and 
cyclooxygenase.2 (COX-2) enzyme pathways (Pineda-Torra. L T al, 1999, Curr. Opinion in Lipidology, 
10,151-9 ) and thus can be used in the therapeutic intervention of a wide variety of inflammatory diseases 
and other pathologies (CoIville^Nash, et al., Journal of Immunology, 161, 978-84, 1998; Staels et al. 
Nature, 393, 790-3, 1998). 

Peroxisome proliferators activate PPAR , which in turn, acts as a transcription factor, and causes 
differentiation, cell growth and proliferation of peroxisomes. PPAR activators are also thought to play a 
role in hyperplasia and carcinogenesis as well as altering the enzymatic capability of animal cells, such as 
rodent cells, but these PPAR activators appear to have minimal negative effects in human cells (Green, 
Biochem, Pharm. 43(3):393, 1992). Activation of PPAR results in the rapid increase of gamma glutamyl 
transpeptidase and catalase. 

PPARa is activated by a number of medium and long-chain fatty acids and is involved , in 
stimulating P-oxidation of fatty acids in tissues such as liver, heart, skeletal muscle, and brown adipose 
tissue (Isseman and Green, supra; Beck et al^ Proc, R. Soc. Lond: 247:83-87, 1992; Gottlicher et al^ 
Proc: Natl. Acad. Sci. USA 89:4653-4657, 1992). Pharmacological PPARa activators, for example 
fenofibrate, clofibrate, genfibrozil, and bezafibrate, are also involved in substantial reduction in plasma, 
triglycerides along with moderate reduction iii LDL cholesterol, and they are used pvticiilariy for the 
treatment of hypertriglyceridemia, hyperlipidemia and obesity. PPARa is also knovm to be involved in 
inflammatory disorders. (Schoonjans, K., Current Opionion in Lipidology, 8, 159-66, 1997). 

The human nuclear receptor PPARS has been cloned from a human osteosarcoma.cell cDNA 
library and is fully described in A. Schmidt etaU Molecular tndocrinob^^ (l992Xthe 
contents of which are hereby incorporated herein by reference. It should be noted that PPARS is also 
referred to in the literature as PPARp and as NUCl, and each of these names refers to the same receptor. 
For example, in A. Schmidt et al.. Molecular Endocrinology, 6: pp. 1634-1641, 1992, the receptor is 
referred to as NUCl . PPARS is observed in both embryo and adult tissues. This receptor has been 
reported to be involved in regulating the expression of some fat-speciflc genes, and plays a role in the 
adipogenic process (Amri, E. et al., J. Biol. Chem. 270, 2367-71, 1995). 

Atherosclerotic disease is known to be caused by a number of factors, for example, hypertension, 
diabetes, low levels of high density lipoprotein (HDL), and high levels of low density lipoprotein (LDL). 
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In addition to risk reduction via effects on plasma lipid concentrations and other risk factors, PPARa 
agonists exert direct atheroprotective effects (Frick, M. H-,et al. 1997...Circulation 96:2137-2143, de 
Faire, et al. 1997. Cardiovasc. Drugs Ther. 1 1 Suppl 1 :257.63:257.263), 

5 It has recently been discovered that PPAR5 agonists are useful in raising HDL levels and 

therefore useful in treating atherosclerotic diseases. (Leibowitz et al.; WO/9728149). Atherosclerotic 
diseases include vascular disease, coronary heart disease, cerebrovascular disease and peripheral vessel 
disease. Coronary heart disease includes CHD death, myocardial infarction, and coronary 
revascularization. Cerebrovascular disease includes ischemic or hemorrhagic stroke and transient 

10 ischemic attacks. * 

PPARy subtypes are involved in activating adipocyte differentiation, and are not involved in 
stimulating peroxisome proiiferation in the liver. Activation of PPARy is implicated in adipocyte 
differentiation through the activation of adipocyte-specific gene expression (Lehmann, Moore, Smith- 
Oliver, Wilkison, Willson, Kliewer, J. BioL Chert., 270:12953-12956, 1995). The DNA sequences for 

15 the PPARy receptors are described in Elbrecht et al., BBRC 224;43 1-437 (1996). Although peroxisome 
proliferators, including fibrates and fatty acids, activate the transcriptional activity of PPAR's, only 
prostaglandin J2 derivatives such as the arachidonic acid metabolite 15-deoxy-delta",l4 -prostaglandm J2 
(15d-PGJ2) have been identified as natural ligands specific for the PPARy subtype, which also binds 
thiazoIidine(Uones.Tli!S prostaglandin activates PPARy-dependent adipogenesis, but activates PPARa 

20 only at high concentrations (Fonnan, Tontonoz, Chen, Brun, Spiegelman, Evans, Cell, 83:803-8 12, 1 995; 
Kliewer, Unhard, Wilson, Patel, Morris, Lehman, Cell, 83:813-819, 1995). This is further evidence that 
the PPAR family subtypes are distinct from one another in their pharmacological response to ligands. 

It has been suggested that compounds activating both PPARa and PPARy should be potent 
hypotriglyceridemic drugs, which could be used in the treatment of dysiipidemia associated with 

25 atherosclerosis, non-insulin dependent diabetes mellitus,Syndrome X,. (Staels, B. et al^ Curr, Pharm. 
D«s-» 3 (1), 1-14 (1997)) and familial combined hyperlipidemia (FCH). Syndrome X is the syndrome 
characterized by an initial insulin resistant state, generating hyperinsulinaemia, dysHpidaemia and 
impaired glucose tolerance, which can progress to non-insulin dependent diabetes mellitus (Type II 
diabetes), characterized by hyperglycemia. FCH is characterized by hypercholesterolemia and 

30 hypertriglyceridemia within the same patient and family. 

The present invention is directed to a series of compounds that are useful in modulating PPAR 
receptors, as well as to a number of other pharmaceutical uses associated therewith. 

Summary of the Invention 
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This invention provides new aromatic compounds and phamjaceutical compositions prepared 
therewith that are PPAR ligand receptor binders, and which are useful as agonists or antagonists of the 
PPAR receptors. The invention also includes the discovery of new uses for previously known compounds. 

The compounds for use according to the invention, including the new compounds of the presfent 
invention, are of Formula I . 



10 



15 



20 



25 




wherein: 





ArlU 



.and >■ ' are independently aiyl, fused arylcycloalkenyl, fijsed aiylcycloalkyl, 

fused aiylheterocyclenyl, fused arylheterocyclyl, heteroaryl, fused heteroarylcycloalkenyl, fused 

heteroarylcyctoalkyl, fused heteroarylheterocyclenyl, or fused hetcniarylhetenjcycty 

A is ^. -S-, -SO-. ^Or. -NR,,-. ^(0>. .N(R„)C(0)-. -C(0)N(R,5K -N(Ru)C(0)N(R,5K -C(Ru)=N-. 



— 0-e 



^15 



a chemical bond, 
Rl4 P 



8 
Rl6 



'15 



'14 



g 

Rl6 



'15 



h 
Rl6 



-N- 



O Ri. R 



to—. 



h 
Rl6 



-N 



'15 



Rl6 



B is -0-, -S-, -SO-. -SQr. -NR,r. a chemical bond, ethynylene, -C(0)-,-N(R„)C(O>, or -C(0)NR,r; 
D is -S-, -NR,,-. a chemical bond, ethynylene, -0(0)-, -N(R2o)C(0)., or-C(0)N(R2o)-; 
E is a chemical bond or an ethylene group; 
a is 0-4; 
bis 0-4 
c is 0-4; 
dis 0-5 
e is 0-4 
f is 0-6 
gisM 
his M 
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Ru Rj, R5. R7, R9, and R,,, are independemly hydrogen, halogen, alkyi, carboxyl, alkoxycarbonyl or 
aralkyl; 

R2, R4, R^ Rj, Rio and R12, are independently -(CH2)t,-X; 

q is 0-3; 

5 X is hydrogen, halogen, alkyl, alkenyi, cycloaikyl, heterocyclyl, aryl, heieroaryl, aralkyl, heteroaralkyl. 
hydroxy, alkoxy, aralkoxy, heteroaralkoxy, carboxyl, alkoxycarbonyl, tetrazolyl, acyl, acylHNSOr. - 
SR23,Y^YVorY^Y'^NCOs 

Y^ and Y^ are independently hydrogen, alkyl, aryl, aralkyl or heteroaralkyl, or one of y' and Y^ is 
hydrogen or alkyl and the other of Y ^ and Y^ is acyl or aroyl; 
10 Y' and Y* are independently hydrogen, alkyl, aryl, aralkyl or heteroaralkyl; 

Z is R21O2C-. R21OC-, cyclo-imide, -CN, RuOjSHNCO., R21O2SHN-, (R2i)2NCO-, R,,©- 2,4- 
thiazolidinedionyl, or tetrazolyl; and 

.Ri9 and R21 are independently hydrogen, alkyl, aryl, cycloaikyl, or aralkyl; 

Ri3, Ri7, Rw and Rjjare bdepcndently R22OC., R22NHCX:-, hydrogen, alkyl, aiyl, heteroaryl, cycloaikyl, 
15 heterocyclyl, heteroarallqfl, or aralkyl; 

Ri4, Ri5t RI6, Ri3 and R20 are independently hydrogen, alkyl, aralkyl, carbonyl, or alkoxycarbonyl; 

or R,4, and R,, taken together with the carbon and nitrogen atoms through which they are linked form a 5 

or 6-merabered azaheterocyelyl group; or 

when a is 2-4, then vicinal R, radicals taken together with the carbon atoms to which the R, radicals are 
20 linked form an ethylene group;or 

when b is 2-4. then vicinal Rj radicals taken together with the carbon atoms to which the R3 radicals are 
linked fonn an ethylene group; or 

when c is 2-4, then vicinal Rj radicals taken together with the carbon atoms to which the R, radicals are 
linked fonn an ethylene group; or 
25 when d is 2-5, then vicinal R7 radicals taken together with thc.carbon atoms to which the R7 radicals are 
linked form an ethylene group; or 

when e is 2-4, then vicinal R9 radicals taken together with the carbon atoms to which the R9 radicals are 
linked form an ethylene group; or 

when f is 2-6, then vicinal Rn radicals taken together with the carbon atoms to which the R„ radicals are 
30 linked form an ethylene group; and 

R22 is hydrogen, alkyl, aryl. heteroaryl, cycloaikyl, heterocyclyl, heteroaralkyl, or aralkyl; or 

a phannaceutically acceptable salt thereof, an N-oxide thereof, a hydrate thereof or a solvate thereof 

DETAILED DESCRIPTION OF THE INVENTION 
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As employed aE>ove and throughout the disclosure, the following tenns, unless otherwise 
indicated, shall be understood to have the following meanings: 

Definitions 

5 In the present specification, the term "compounds for use according to the invention", and • 

equivalent expressions, are meant to embrace compounds of general Formula (I) as hereinbefore 
described, which expression includes the prodrugs, the pharmaceutically acceptable salts, and the 
solvates, e.g. hydrates, where the context so permits. Similarly, reference to intermediates, whether or not 
they themselves are claimed, is meant to embrace their salts, and solvates, where the context so permits. 
10 For the sake of clarity, particular instances when the context so permits are sometimes indicated in the 
text, but these instances are purely illustrative and it is not intended to exclude other instances when the 
context so permits. 

"Prodrug** means a compound which is convertible in vivo by metabolic means (e.g. by 
hydrolysis) to a compound of Formula (I), including N-oxides thereof. For example an ester of a 
1 S compound of Formula (I) containing a hydroxy group may be convertible by hydrolysis in vivo to the 
. parent molecule. Alternatively an ester of a compound of Fomiula (I) containing a carboxy group may be 
convertible by hydrolysis in vivo to the parent molecule. 

"Patient" includes both human and other mammals. 
"Chemical bond" means a direct single bond between atoms. 
20 • "AcyP means an H-CO- or alkyl-CO group wherein the alkyl group is as herein described; 

Preferred acyls contain a lower alkyl. Exemplary acyl groups include formyl, acetyl, propanoyl, 2- 
methylpropanoyl, butanoyl and palmitoyL 

"Alkenyr means an aliphatic hydrocarbon group containing a carbon-carbon double bond and 
which may be a straight or branched chain having about 2 to about IS carbon atoms in the chain. 
25 Preferred alkeny I groups have 2 to about 1 2 carbon atoms in the chain and more preferably about 2 to 
about 4 carbon atoms in the chain. Branched means that one or more lower zlkyl groups such as methyl, 
ethyl or propyl are attached to a linear alkeiiyl chain. "Lower alkenyl" means about 2 to about 4 carbon 
atoms in the chain, which may be straight or branched. The alkenyl group is optionally substituted by one 
or more halo groups. Exemplary alkenyl groups include ethenyl, propenyl, n-butenyl, /-butenyl, 3- 
30 methylbut-2-enyl, «-pentenyl, heptenyl, octenyl and decenyl, 

"Alkoxy" means an alkyl-O- group wherein the alkyl group is as herein described. Exemplary 
alkoxy groups include methoxy, ethoxy, n-propoxy, /-propoxy, n-butoxy and heptoxy. 

"Alkoxycarbonyr means an alkyl-OCO- group, wherein the alkyl group is as herein defined. 
Exemplary alko.xycarbonyl groups include methoxycarbonyl, ethoxycarbonyl, or t-butyloxycarbonyl. 
35 "Alkyl" means an aliphatic hydrocarbon group which may be a straight or branched chain having 

about I to about 20 carbon atoms in the chain. Preferred alkyl groups have 1 to about 13 carbon atoms in 
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the chain. Branched means that one or more lower alkyl groups such as methyl, ethyl or propyl are 
attached to a linear alkyl chain. '"Lower alkyl" means that there are about I to about 4 carbon atoms in 
the chain, which may be straight or branched. The alkyl is optionally substituted with one or more "alkyl 
group substituents" which may be the same or different, and include halo, carboxy, c>xioalkyl, 
5 cycloalkenyi, heterocyciyl, heterocyclcnyl, aryl, aikoxy, alkoxycarbonyl, aralkoxycarbonyl, 

heteroaralkoxycarbonyl, Y V^CO, wherein and Y^ are independently hydrogen, aikyi, aryL aralkyl 

or heteroaralkyi, or Y and Y taken together with the nitrogen atom to which Y and Y" are attached 
form heterocyciyl. Exemplary alkyl groups include methyl, trifluoromethyL ethyl n-propyl, /-propyl, n- 
butyl, r-butyl, /i-pentyL and 3-pentyl. Preferably, the alkyl group substituem is selected from acyl, halo, 
1 0 carboxy, carboxymethyl, methoxycarbonylethyl, benzyloxycarbony Imethy I, and 
pyridylmethyloxycarbonylmethyl and alkoxycarbonyl. 

"Alkylsulfmyr means an alkyl-SO- group wherein the alkyl group is as defmed above. Preferred 
groups are those wherein the alkyl group is lower alkyl. 

"Alkylsulfonyr means an alkyl-SO^-group wherein the alkyl group is as defined above. 
15 Preferred groups are those wherein the alkyl group is Io^ye^ alkyl. 

"Alkylthio" means an alkyl-S- group wherein the alkyl group is as defmed above. E.xemplary . 
alkylthio groups include methyithio, ethylthio, /-propylthio and heptylthio. 

"Aralkoxy" means an aralkyl-O group wherein the aralkyl group is as defmed herein. 
Exemplary aralkoxy groups include ben2yloxy and I- and 2-naphthalenemethoxy. 
20 "Aralkoxycarbonyl" means ah aralkyl-O-CO- group wherein the aralkyl group is as defmed 

herein. An exemplary aralkoxycarbonyl group is benzyloxycarbonyl. 

"^Aralkyr means an aryl-alkyl- group wherein the aryl and alkyl groups are as defined herein. 
Preferred aralkyls contain a lower alkyl moiety. Exemplary aralkyl groups include bcnayl, 2-phenethyl 
and naphthalenemethyl. 

25 "Aralkylsulfonyr means an aralkyl-SOr group wherein the aralkyl group is as defined herein. 

"Aralkylsulfinyr means an aralkyl-SO- group wherein the aralkyl group is as defmed herein. 
"Aralkylthio" means an aralkyl-S- group wherein the aralkyl group is as defmed herein. An 
exemplary aralkylthio group is benzylthio. 

"AroyI" means an aryl-CO- group wherein the aryl group is as defined herein. Exemplary aroyl 
30 groups include benzoyl and N and 2-naphthoy I. 

"Aryl" means an aromatic monocyclic or multicyclic ring system of about 6 to about 14 carbon 
atoms, preferably of about 6 to about 10 carbon atoms. The aryl is optionally substituted with one or more 
•*ring system substituents" which may be the same or different, and are as defmed herein. Exemplary aryl 
groups include phenyl, naphthyl, substituted phenyl, and substituted naphthyl. 
35 "Aryldiazo" means an aryl-diazo- group wherein the 2^1 and diazo groups are as defined herein. 
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"Fused arylcycFoalkenyl" means a fused aryl and cycloalkenyl as defined herein. Preferred fiised 
arylcycloalkenyls are those wherein the aryl thereof is phenyl and the cycloalkenyl consists of about 5 to 
about 6 ring atoms. A fused arylcycloalkenyl group may be bonded to the rest of the compound through 
any atom of the fused system capable of such bondage. The fused arylcycloalkenyl may be optionally 
substituted by one or more ring system substituents, wherein the "ring system substituent" is as defined 
herein- Exemplary fused arylcycloalkenyl groups iriclude U-dihydrohaphthylenyl; indenyl; 1,4- 
naphthoquinonyl, and the like. 

"Fused arylcycloalkyl" means a fused aryl and cycloalkyl as defined herein. Preferred fused 
arylcycloalkyls are those wherein the aryl thereof is phenyl and the cycloalkyl consists of about 5 to about 
6 ring atoms. A fused arylcycloalkyl group may be bonded to the rest of the compound through any atom 
of the fused system capable of such bonding. The fused arylcycloalkyl may be optionally substituted by 
one or more ring system substituents, wherein the "ring system substituent" is as defined herein. 
Exemplary fused arylcycloalkyl and substituted fused arylcycloalkyl groups include 1,23, 4- 
tetrahydronaphthyl; U4-dimelhyl-23-dihydronaphthyl; 2,3-dihydro-l,4-naphthoquinonyl, a-tetralonyl, (J- 
tetralonyl and the like. 

"Fused arylheterocyclenyr means a fused aryl and heterocyclenyl wherein the aryl and 
heierocyclenyl groups are as defined herein. Preferred fused arylheterocyclenyl groups are those wherein 
the aryl thereof is phenyl and the heterocyclenyl consists of about S to about 6 ring atoms. A fused 
arylheterocyclenyl group may be bonded to the rest of the compound through any atom of the fused 
system capable of such bonding. The designation of aza, oxa or thia as a prefix before the heterocyclenyl 
portion of the fused arylheterocyclenyl means that a nitrogen, oxygen or sulfur atom respectively, is 
present as a ring atom. The fused arylheterocyclenyl may be optionally substituted by one or more ring 
system substituents, v^erein the "ring system substituent" is as defined herein. The nitrogen atom, of a 
fused arylheterocycleriyl may be a basic nitrogen atom. The nitrogen or sulphur atom of the 
heterocyclenyl portion of the fused arylheterocyclenyl is also optionally oxidized to the corresponding 
N-oxide, S-oxide or S,S^ioxide. Exemplary fused arylheterocyclenyl and substituted fused 
arylheterocyclenyl groups include 3H-indoIinyl, 2{lH)quiholinonyl, 4-0X0- 1,4-dihydroquinolinyl. 2H-1- 
oxoisoquinolyl, 1,2-dihydroquinolinyI, (2H)quinormyl N-oxide, 3,4-dihydroquinolinyl, 1,2- 
dihydroisoquinolinyl, 3,4-dihydroisoquinolinyl, chromonyl, 3,4-dihydroisoquinoxalinyl, 4- . 
.(3H)quinazolinonyl, 4H-chromen-2yl, and the like. Preferably, 2(lH)quinolinonyl, 1 ,2-dihydroquinolinyl, 
(2H)quinolinyl N-oxide, or 4-(3H)quina2olinonyl. 

"Fused arylheterocyclyl" means a fused aryl and heterocyclyl wherein the aryl and heterocyclyl 
groups are as defined herein. Preferred fused arylheterocycly Is are those wherein the aryl thereof is 
. phenyl and the heterocyclyl consists of about S to about 6 ring atoms. A fused arylheterocyclyl may be 
bonded to the rest of the com()Ound through any atom of the fused system capable of such bonding. The 
designation of aza, oxa or thia as a prefix before the heterocyclyl portion of the fused arylheterocyclyl 
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means that a nitrogen, oxygen or sulphur atom respectively is present as a ring atom. The fused 
arylheterocyclyl group may be optionally substituted by one or more ring system substituents, wherein the 
"ring system substituent" is as defined herein. The nitrogen atom of a fused arylheterocyclyl may be a 
basic nitrogen atom. The nitrogen or sulphur atom of the heterocyclyl portion of the fused 
5 arylheterocyclyl is also optionally oxidized to the corresponding N-oxide, S-oxide or S,S-dioxide. 
Exemplary fused arylheterocyclyl and substituted fused arylheterocyclyl groups include indolinyl, o- 
benzoic sulfimidyl, 4-chromanonyl, oxindole, 1^^,4-tetrahydroisoquinolinyl, 1^^,4- 
tetrahydroquinolinyl, IH-Z^-dihydroisoindoUZ-yl, 2,3-dihydroben2(flisoindol-2.yl, U^,4- 
tetrahydrobenz[g]isoquinolin-2-yl, chromanyl, isochromanonyl, 2J-dihydrochromonyl, 1,4-benzodioxan, 
1 0 1 ^^,4-tetrahydroquinoxaliny I, and the like. Preferably , 1 ,23,4-tetrahydroisoquinoHnyl, 1,2,3,4- 
tetrahydroquinoxalinyl, and I A3,4-tetrahydroquinoiinyl. 

"Aryloxy" means an aryl-0- group wherein the aryl group is as defined herein. Exemplary 
groups include phenoxy and 2-naphthyloxy. 

" Aryloxycarbonyr means an airy l-O-CO- group wherein the aryl group is as defined herein. 
1 5 Exemplary aiy loxycarbonyl groups include phenoxycarbonyl and naphthoxycarbonyl. 

"Arylsulfonyl" means an aryl-S07- group wherein the aryl group is as defined heriein. 

"Arylsulfinyl" means an aryl-SO- group wherein the aryl group is as defined herein. 

"Arylthio" means an aryl-S- group wherein the aryl group is as defined herein. E.xemplary 
arylthio groups include phenylthio and naphthylthio. 
20 "Carbamoyl" is an NH2-CO- group. 

"Carbox/" means a HO(0)C- (carboxylic acid) group. 

•'Compounds of the invention," and equivalent expressions, are meant to embrace compounds of 
general Formula (I) as hereinbefore describei which expression includes the prodrugs, the 
pfaarmaceutically acceptable salts, and the solvates, e.g. hydrates, where the context so permits. 
25 Similarly, reference to intermediates, whether or not they themselves are claimed, is meant to embrace 
their salts, and solvates, where the context so permits. For the sake of clarity, particular instances when 
the context so permits are sometimes indicated in the text, but these instances are purely illustrative and it 
is not intended to exclude other instances when the context so permits. 

"Cycloalkoxy" means an cycloalkyl-O- group wherein the cycloalkyl group is as defined herein. 
30 Exemplary cycloalkoxy groups include cyclopentyloxy and cyclohexyloxy. 

"CycIoalkenyP means a non-aromatic mono- or multicyclic ring system of about 3 to about 10 
carbon atoms, preferably of about 5 to about 1 0 carbon atoms, and which contains at least one carbon- 
carbon double bond. Preferred ring sizes of rings of the ring system include about 5 to about 6 ring 
atoms. The cycloalkenyl is optionally substituted with one or more "ring system substituents" which may 
35 be the same or different, and are as defined herein. Exemplary monocyclic cycloalkenyl include- 
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cyclopentenyl, cyclohexenyL cycloheptenyl, and the like. An exemplary multicyclJc cydoalkenyl is 
norbomylenyl. ' ' . 

"Cycloalkyl" means a non-aromatic mono- or multicyclic ring system of about 3 to about 10 
carbon atoms, preferably of abput.5 to about 10 carbon atoms. Preferred ring sizes of rings of the rirtg 
system include about 5 to about 6 ring atoms. The cycloalkyl is optionally substituted with one or more 
"ring system substituents- which may be the same or different, and are as defined herein. Exemplary 
monocyclic cycloalkyl include cyclopentyL cyclohe.xyl, cycloheptyl, and the like. Exemplary multicyclic 
cycloalkyl include I-decalin, norboniyl. adamam-( I - or 2-)yl, and the like. 

"Cycloalkylene" means a bivalent, saturated carbocyclic group having about 3 to about 6 carbon 
atoms: Preferred cycloalkylene groups include 1,1-. \^., and 1,4- cis ortrans<yclohexylene; and' 
1,1-, 1,2-, and 1,3-cyclopentylene. 

"Cyclo-imide" means a compound of formulae 




The cyclo-imide moiety may be attached to the parent molecule through either a carbon atom or nitrogen 

atom" of the carbamoyl moiety. An exemplary imide group is N-phthalimide. 
"Diazo" means a bivalent -N=N- radical. 

"Halo- means fluoro.chlorb.brt)mo..oriodo. Preferred are fluoro. chloro and bromo, more 
preferably fluoro and chloro. 

"Heteioaralkyr means a heteroaryJ-alkyl- group wherein the h«eroaryI and alkyl groups are as 

defined herein. Preferred heteroaralkyls contain a lower alkyl moiety. Exemplary heterx)aralkyl groups 

include thienylmethyl. pyridyimethyl, imidazolylmethyl and pyrazinylmethyl. 

""«"»«»ralkylthio" means a heteroaralkyl-S- group wherein the heteroaralkyi group is as defined 
herein. An exemplary heteroaralkylthio group is 3-pyridinepropanthiol. 

"Heteroaralkoxy" means an heteroaralkyl-O- group wherein the heterearalkyl group is as defined 
herein. An exemplary heteroaralkoxy group is 4-pyridylmethyloxy. 

'•Heteroaroyi" means an means an heteroaryl-CO- group wherein the heteroaiyl group is as 
defined herein. Exemplary heteroaiyl groups include thiophenoyi, nicotinoyl, pyrrol-2-ylcarbonyl and 1- 
and 2-naphthoyl and pyridinoyl. 
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"Heieroar>Idiazo" means an heteroao'l-diazo- group wherein the heteroaryl and diazo groups are 
as defined herein. 

"Heicroaryl" means an aromatic monocyclic or multicyclic ring system of about 5 to about 14 
carbon atoms, preferably about 5 to about 10 carbon atoms, in which at least one of the carbon atom^in 
5 the ring system is replaced by a hetero atom, i.e., other than carbon, for example nitrogen, oxygen or 
sulfur.. Preferred ring sizes of rings of the ring system include about 5 to about 6 ring atoms. The 
heteroaryl ring is optionally substituted by one or more "ring system substituents" which may be the same 
or different, and are as defined herein. The designation of aza, oxa or thia as a prefix before the 
heteroaryl means that a nitrogen, oxygen or sulfur atom is present, respectively, as a ring atom. A 

10 nitrogen atom of an heteroaryl may be a basic nitrogen atom and also may be optionally oxidized to the 
corresponding N-oxide. Exemplary heteroaryl and substituted heteroaryl groups include pyrazinyl, 
thienyl. isoihiazolyl, oxazolyl, pyrazolyl, cinnolinyl, pteridinyl, benzofuryl, furazanyl, pyrrolyl, 1 ,2,4- 
oxadiazolyl. benzoxazole, U2,4.thiadia2olyl, pyridazinyl. indazolyl, quinoxalinyl. phthalazinyl, 
imidazo{ 1 ,2-a]pyridine, imida2o(2, 1 -blthiazoly 1. benzofurazanyl, azaindolyl, benzimidazoly I, 

15 bcnzoihienyl, thienopyridyl, thienopyrimidyl, pyrrolopyridyl, imidazopyridyl, naphthyridinyl, 

benzoazaindole, UAtriazinyl, bcnzothiazolyl, fury I, imidazolyl, indolyl, isoindolyl, indolizinyl. 
isoxazolyl, isoquinolinyl, isothiazolyl. oxadiazolyl, pyrazinyl, pyridazinyi, pyrazolyl, pyridyl, 
pyrimidinyl, pyrrolyl, quinazolinyl. quinolinyl, U,4-thiadiazolyl, thiazolyl, thienyl and triazolyl. 
Preferred heteroaryl and substituted heteroaryl groups include quinolinyl, indazolyl. indolyl, quinazolinyl, 

20 pyridyl, pyrimidinyl, furyl, benzothiazolyl, benzoxazole, benzofuryl, quinoxalinyl, benzimidazolyl, 1,2,4- 
oxadiazolyl, benzothienyl, and isoquinolinyl. 

"Fused heieroarylcycloalkenyl" means a fused heteroaryl and cycloalkenyl wherein the heteroaryl 
and cycloalkenyl groups are as defined.herein. Preferred fused heteroarylcycloalkenyls are those wherein 
the heteroaryl thereof is phenyl and the cycloalkenyl consists of about 5 to about 6 ring atoms. A fused 

25 heieroarylcycloalkenyl may be bonded to the rest of the compound through any atom of the fused system 
capable of such bonding. The designation of aza, oxa or thia as a prefix before the heteroaryl portion of 
the fused heteroarylcycloalkenyl means that a nitrogen, oxygen or sulfur atom is present, respectively, as 
a ring atom. The fused heteroarylcycloalkenyl may be optionally substituted by one or more ring system 
substituents, wherein the "ring system substituent" is as defined herein. The nitrogen atom of a fused 

30 heteroarylcycloalkenyl may be a basic nitrogen atom. The nitrogen atom of the heteroaryl portion of the 
fused heteroarylcycloalkenyl may aiso be optionally oxidized to the corresponding NK)xide. Exemplary 
fused heteroarylcycloalkenyl groups include 5,6-dihydroquinolyl; 5,6-dihydroisoquinoly!; 5.6- • 
dihydroquinoxalinyl; S.S-dihydroquinazolinyl; 4.5-dihydro.| H-benzimidazolyl; 4,5.dihydrobenzoxa2olyl; 
1 ,4-naphthoquinoly 1, and the 1 ike. 

35 "Fused heteroarylcycloalkyr means a fused heteroaryl and cycloalkyi wherein the heteraryl and. 

cycloalkyl groups are as defined herein. Preferred fused heteroarylcycloalkyls are those wherein the 
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heteroaryl thereof consists of about 5 to about 6 ring atoms and the cycloalkyi consists of about 5 to about 
6 ring atoms. A fused heteroarylcycloalkyl may be bonded to the rest of the compoun through any atom 
of the fused system capable of such bonding. The designation of aza, oxa or thia as a prefix before the 
heteroaryl portion of the fused heteroarylcycloalkyl means that a nitrogen, oxygen or sulfur atom is 

5 present respectively as a ring atom. The fused heteroarylcycloalkyl may be optionally substituted by one 
or more ring system substituents, wherein the 'Ving system substituent" is as defined herein. The nitrogen 
atom of a fused heteroarylcycloalkyl may be a basic nitrogen atom. The nitrogen atom of the heteroaryl 
portion of the fused heteroarylcycloalkyl may also be optionally oxidized to the corresponding N-oxide. 
Exemplary fused heteroarylcycloalkyl include 5,6,7,8-tetrahydroquinolinyl; 5,6,7,8-ietrahydroisoquinolyl; 

1 0 5,6,7,8-tetrahydroquinoxalinyl; 5,6,7,8-tetrahydroquinazolyl; 4,5,6,7-teirahydro- 1 H-benzimidazolyl; 
4,5.6,7^tetrahydroben2oxazolyl; lH-4^xa-l,5-diazanaphthalen-2-only; U-dihydroimidi2ole-[4,5]- 
pyridin-2-oniy; 2,3-dihydro-I,4-dinaphthoquinonyl and the like, preferably, 5,6,7,8-tetrahydroquinoHnyl 
or 5,6,7,8-tetrahydroisoquinolyI. 

"Fused heteroarylheterocyclenyl" means a fused heteroaryl and heterocyclenyl wherein the 

15 heteraryl and heterocyclenyl groups are as defined herein. Preferred fused heteroarylheterocyclenyls are 
those wherein the heteroaryl thereof consists of about 5 to about 6 ring atoms and the heterocyclenyl 
consists of about 5 to about 6 ring atoms. A fused heteroarylheterocyclenyl may be bonded to the rest of 
the compound through any atom of the fused system capable of such bonding. The designation of aza, 
oxa or thia as a prefix before the heteroaryl or heterocyclenyl portion of the fused 

20 heteroarylheterocyclenyl means that a nitrogen, oxygen or sulfur atom is present respectively as a ring 
atom. The fused heteroarylheterocyclenyl may be optionally substituted by one or more ring system . 
substituent, wherein the "ring system substituent** is as defined herein. The nitrogen atom of a fused 
heteroarylazaheterocyclenyl may be a basic nitrogen atom. The nitrogen or sulphur atom of the 
heteroaryl or heterocyclenyl portion of the fused heteroarylheterocyclenyl may also be optionally 

25 oxidized to the corresponding N-oxide, S-oxide or S,S-dioxide. Exemplary fused 

heteroarylheterocyclenyl groups include 7,8-dihydro[I,7]naphthyridinyl; l,2.dihydro[2,7]naphthyridinyl; 
6,7-dihydro-3H-imidazo[4,5-c]pyridyl; 1 ,2-dihydro- 1 ,5-naphthyridinyl; 1,2-dihydro-l ,6-naphthyridinyl; 
U2-dihydro-l,7-naphthyridinyl; l,2-dihydro-l,8-naphthyridinyl; l,2-dihydro-2,6-naphthyridinyl, and the 
like. 

30 'Tused heteroarylheterocyclyr means a fused heteroaryl and heterocyclyl wherein the heteroaryl 

and heterocyclyl groups are as defined herein. Preferred fused heteroarylheterocyclyls are those wherein 
the heteroaryl thereof consists of about 5 to about 6 ring atoms and the heterocyclyl consists of about 5 to 
about 6 ring atoms. A fused heteroarylheterocyclyl may be bonded to the rest of the compound through 
any atom of the fused system capable of such bonding. The designation of aza, oxa or thia as a prefix 

35 before the heteroaryl or heterocyclyl portion of the fused heteroarylheterocyclyl means that a nitrogen, 
oxygen or sulfur atom is present respectively as a ring atom. The fused heteroarylheterocyclyl may be 
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optionally substituted by one or more ring system substituent, wherein the "ring system substituent" is as- 
defined herein. The nitrogen atom of a fused heteroaiylheterocyciyi may be a basic nitrogen atom. The 
nitrogen or sulphur atom of the heteroaryl or heterocyclyl portion of the fused heteroaiylheterocyciyi may 
also be optionally oxidized to the corresponding N-oxide, S-oxide or S.S^ioxide. Exemplary fiised ' 
5 heteroaiylheterocyciyi groups include 2.3-dihydro-l H pyrrol[3,4-b]quinolin-2.yl; 1 A3.4.tetrahydrobenz 
[b][l.7]naphthyridin-2.yl; U;j.4-tetrahydroben2 [b][l,6]naphthyridin-2-yl; U^,4-tetrahydro-9H- 
pyrido[3.4.b]indol-2y!; U^,4-tetrahydro-9H-pyrido[4^.b]indol-2yl, 2^,-dihydro.l H..pyrTDlo[3.4. 
b]indol.2-yl;lH-2J.4.5-tetrahydroa2epino[3,4.b]indol-2-yl;lH-2^A5-tetrahydroa2epino[4,3-^ 
yl; lH-2^A5-tetrahydroa2epino[4,5-b]indol-2yl, S.67,8.tetrahydro[l,7]napthyridinyl; 1A3,4- 
10 tetrhydro[2,7]naphthyndyl; 2;}^ihydro[l,4]dioxino[2;3-b]pyridyl; 2,3-dihydro[l,4]dioxino(23- 

bjpryidyl; 3.4-dthydr(>-2H-i-oxa[4.6]dia2anaphthalenyl; 4.5.6,7-tetrahydro-3H.imidazo[4^-c]pyridyl; 
6,7-dihydrot5,81dia2anaphthalenyl: IA3,4-tetrahydro[l,5] napthyridinyl; 1^,4- 
tetrahydro[l.6]napthyridinyl; IA3.4.tetrahydro[l,7]napthyridinyl; IA3.4.tetrahydro[l,8]napthyridbyl; 
U^,4-tetrahydro[2,6]napthyridinyl, and the like. 

-Heteroarylsulfonyl" means an heteroaiyl-SOr group wherein the heteroaiyl group is as defined 
herein. An examplary hcterarylsulfonyl groups.is 3-pyridinepropansulfonyl. 

'Heteroaiylsulfinyl" means an heteroaryl -SO group wherein the heteroaiyl group U as deHned 



15 



25 



30 



35 



herein. 



-Heteroarylthio" means an heteroaryl -S- group wherein the heteroaiyl group is as deHned herein. 
20 Exemplaiy-heteroaryl thio groups include pyridylthto and quinolinylthio. 

"Heterocyclenyl" means a non-aromatic monocyclic or multicyclic hydrocarbon ring system of 
about 3 to about 1 0 carbon atoms, preferably about 5 to about 1 0 carbon atoms, in which at least one or 
more of the carbon atoms in the ring system is replaced by a hetero atom, for example a nitrogen, oxygen 
or sulfur atom, and which contains at least one carbon-carbon double bond or carbon-nitrogen double 
bond. Preferred ring sizes of rings of the ring system include about 5 to about 6 ring atoms. The 
designation of aza. oxa orthia as a prefix before the heterocyclenyl means that a nitrogen, oxygen or 
sulfur atom is present respectively as a ring atom. The heterocyclenyl may be optionally substituted by 
one or more ring system substituents, wherein.the "ring system substimenr is as defined herein. The 
nitrogen atom of an heterocyclenyl may be a basic nitrogen atom. The nitrogen or sulphur atom of the 
heterocyclenyl is also optionally oxidized to the corresponding N-oxide, S-oxidc or S,S-dioxide. 
Exemplary monocyclic azaheterocyclenyl and substituted monocyclic azaheterocyclenyl groups include 
l,2;},4-tetrahydrohydropyridine, U-dihydropyridyl, l.4.dihydropyridyl, 1,2,3,6-tetrahydropyridine, 
4(3H)pyrimidone, 1,4.5.6-tetrahydropyrimidine, 2.pyrrolinyl, 3-pyrrolinyi. 2-imidazolinyl, 2-pyrazolinyl, 
and the like. Exemplary oxaheterocyclenyl groups include 3.4.dihydro-2ff.pyran. dihydrofiiryl. and 
fluorodihydrofuryl An exemplary multicyclic oxaheterocydenyl group is 7-oxabicyclo(2.2.l]heptenyl. 
Exemplary monocyclic thiaheterocycleny rings include dihvdrothioohenvl and dihydrothiopyranyl. 
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"Heterocyclyl" means a non-aromatic saturated monocyclic or multicyclic ring system of about 3 
to about 1 0 carbon atoms, preferably about 5 to about 1 0 carbon atoms, in which at least one of the carbon 
atoms in the ring system is replaced by a hetero atom, for example nitrogen, oxygen or sulfur. Preferred 
ring sizes of rings of the ring system include about 5 to about 6 ring atoms. The designation of aza, <J.xa 
or thia as a prefix before the heterocyclyl means that a nitrogen, oxygen or sulfur atom is present 
respectively as a ring atom. The heterocyclyl may be optionally substituted by one or more "ring system 
substituents" which may be the same or different, and are as defined herein. The nitrogen atom of an 
heterocyclyl may be a basic nitrogen atom. The nitrogen or sulphur atom of the heterocyclyl is also 
optionally oxidized to the corresponding N-oxide, S-oxide or S.S-dioxide. E.xemplary monocyclic 
heterocyclyl rings include piperidyl, pynx)lidinyl, piperazinyi, morpholinyK thiomorpholinyl, 
thiazolidinyl, U-dioxolanyl. 1,4-dioxanyl, tetrahydrofuryl, tetrahydrothiophenyi, tetrahydrothiopyranyl, 
and the like. Exemplary multicyclic heterocyclyl rings include I A diazabicyclo-[222]octane and 1.2- 
cyciohexanedicarboxylic acid anhydride. 

"Ring system substitucnt" includes hydrogen, alkyl, cycloalkyl, heterocyclyl, aryl. heteroaryl, 
aralkyi, heteroarallqrl, hydroxy, alkoxy, arylo^qr, aralkoxy, acyl, aroyi, halo, nitro, cyano, carboxy, 
alkoxycarbonyl, aiyloxycarbonyl, aralkoxycarbonyl, alkylsulfonyl, arylsulfonyl, hetenaiylsulfonyl, 
alkylsulfmyl, aiylsulfinyl, heteroaiylsulfinyl, alkylthio, arylthio, hcteroaiylthio, aialkylAio, . 
heteroaralkyhhio, fused cycloalkyl, fused cycloalkenyl, fused hetwocyclyl, fused heterocyclenyli arylazo, 
heteroaxylazo, R«R*N.. R'R^MCO-, R'OjCN., and R«R^S02- wherein R* and R" are independently 
hydrogen, alkyl, aryl. aralkyi or heteroaralkyl, or one of R* and R" is hj^gen or alkyl and die other of R* 
and R" is aroyI or heteroaroyL R* and R* are independently hydrogen, alkyl, aiyl, heteroaryl. cycloalkyl, 
cycloalkenyl, heterocyclyl. heterocyclenyl. aralkyi or heteroaralkyl. Where the ring is cycloalkyl, . 
cycloalkenyl, heterocyclyl or heterocyclenyl. the ring system substituent may also include metiiylene 
(HiC*), oxo (0=), thioxo (S=), on carbon atom(s) thereof. Preferably, the ring substinients are selected 
from oxo (O), (lower) alkyl, aryl, alkoxy, aralkoxy. halo, trifluoromethyl, carboxy, alkoxycarbonyl, 
optionally substituted phenyl, optionally substituted benzyloxy, optionally substituted cyclohexyl, 
optionally substituted cyclobutyl, optionally substituted heteroaryl, and R'OzCN-, wherein K' is 
cycloalkyl. 

"Tetrazolyl" means a group of formula 

■ ^NH 
N I . 

wherein the hydrogen atom thereof is optionally replaced by alkyl, cariwxyalkyi oralkoxycarbonylalkyl. 
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'^PPAR ligand receptor binder" means a ligand which binds -to the PPAR receptor. PPAR ligand 
receptor binders of this invention are useful as agonists or antagonists of the PPAR-a, PPAR-5. or PPAR- 
y receptor. 

The term "phannaceutically acceptable salt" refers to a relatively non-toxic, inorganic or organic 
5 acid addition salt of a compound of the present invention. A salt can be prepared in situ during the final 
isolation and purification of a compound or by separately reacting the purified compound in its free base 
fomn with a suitable organic or inorganic acid and isolating the salt thus formed. Representative salts 
include the hydrobromide, hydrochloride, sulfate, bisulfate, phosphate, nitrate, acetate, oxalate, valerate, 
oleale, palmitate, stearate, laurate, borate, bcnzoate, lactate, phosphate, tosylate, citrate, maleate, 
1 0 fumarate, succinate, tartrate, naphthy late, mesylate, glucoheptonate, lactiobionate, laurylsulphonaie salts, 
and the like. (See..for example S. M. Berge, ei aL, '^Phannaceutical Salts,** J. Phann, Sci^ 66: 1-19, 1977, 
the contents of which are hereby incorporated herein by reference.) . 

"Treating" means the partial or complete relieving or preventing of one or more physiological or 
biochemical parameters associated with PPAR activity. 
15 The term "modulate" refers to the ability of a.compound to either directly (by binding to the. 

receptor as a ligand) or indirectly (as a precursor for a ligand or an inducer which promotes production of 
a ligand from a precursor) induce expression of gene(s) maintained under hormone control, or to repress 
expression of gene (s) maintained under such control. 

The term "obesity" refers generally to individuals who are at least about 20-30% over the averse 
20 weight for the person's age, sex and height. Technically, "obese" is defined, for males, as individuals 
whose body mass index is greater than 27.3 kg/m^ Those skilled in the art readily recognize that the 
invention method is not limited to those who fall within the above criteria. Indeed, the invention method 
can also be advantageously practiced by individuals who fall outside of these traditional criteria, for 
example by those who are prone to obesity. 
25 The phrase "amount effective to lower blood glucose levels" refers to levels of a compound 

sufficient to provide circulating concentrations high enough to accomplish the desired effect. Such a 
concentration typically fells in the range of about lOnM up to 2nM, with concentrations in the range of 
about 1 OOnm up to aix)ut SOOnM being preferred. 

The phrase "amount effective to lower triclyceride levels" refers to levels of a compound 
30 sufficient to provide circulating concentrations high enough to accomplish the desired effect. Such a 
concentration typically fells in the range of about lOnM up to 2pM; with concentrations in the range of 
about 1 OOnm up to about SOOnM being preferred. 



35 



Preferred Embodiments 

Preferred embodiments according to the invention includes the use of compounds of Formula I 
(and their pharmaceutical compositions) as binders for PPAR receptors. 
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More panicularly, the use of compounds of Formula I that bind to the PPAR-a receptor, 
compounds of Fomula I that bind to the PP AR-:5 receptor, 
compounds of Formula I that bind to the PPAR-y receptor, 
compounds of Fomula I that bind to the PPAR-a and the PPAR-y receptor, 
compounds of Fonnula I that bind to the PPAR-a and the PPAR-6 receptor, 
compounds of Fonnula I that bind to the PPAR-y and the PPAR-6 receptor, 
. compounds of Formula I that act as PPAR receptor agonists, 
compounds of Formula I that act as PPAR-a receptor agonists, 
compounds of Formula I that act as PPAR-5 receptor agonists, 
compounds of Formula I that act as PPAR-y receptor agonists, 
compounds of Fonnula I that act as both PPAR-a and PPAR-y receptor agonists, 
compounds of Formula I that act as both PPAR-a and PPAR-5 receptor agonists, 
compounds of Formula I that act as both PPAR-y and PPAR-5 receptor agonists, 
compounds of Formula I that act as both PPARna receptor antagonists and PPAR-y receptor 
agonists, 

compounds of Fonnula I that act as both PPAR-a receptor antagonists and PPAR-5 receptor 
atgonists, ... 

compounds of Formula I and act as both PPAR-y receptor antagonists and PPAR-5 receptor 
agonists, 

compounds of Formula I that act as both PPAR-a receptor agonists and PPAR-y receptor 
antagonists, 

compounds of Formula I tiiat act as both PPAR-a receptor agonists and PPAR-5 receptor 
antagonists, 

compounds of Fonnula I that act as both PPAR-y receptor agonists and PPAR-6 recqjtor 
antagonists, 

compounds of Formula I that act as PPAR receptor antagonists, 
compounds of Formula I that act as PPAR-a receptor antagonists, 
compounds of Formula I that act as PPAR-5 receptor antagonists, 
compounds of Fonnula I that act as PPAR-y receptor antagonists, 
• compounds of Fonnula I that act as both PPAR-a and PPAR-y receptor antagonists, 
compounds of Fonnula I that act as both PPAR-a and PPAR-5 receptor antagonists, and 
compounds of Fonnula I that act as both PPAR-y and PPAR-5 receptor antagonists. 
An embodiment according to the invention is directed to treating a patient suffering from a 
physiological disonler capable of being modulated by a compound of Fonnula I having PPAR ligand 
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binding activity, comprising administering to the patient a pharmaceutically effective amount of the 
compound, or a pharmaceutically acceptable salt thereof. Physiological disorders capable of being so 
modulated include, for example, cell differentiation to produce lipid accumulating cells, regulation of 
insulin sensitivity and blood glucose levels, which are involved in hypoglycemia/hyperinsulinism 
(resulting from, for example, abnormal pancreatic beta cell function, insulin secreting tumors and /or 
autoimmune hypoglycemia due to autoantibodies to insulin, autoantibodies to the insulin receptor, or 
autoantibodies that are stimulatory to pancreatic beta cells), macrophage differentiation which leads to the 
formation of atherosclerotic plaques, inflammatory response, carcinogenesis, hyperplasia, adipocyte gene 
expression, adipocyte differentiation, reduction in the pancreatic P-cell mass, insulin secretion, tissue 
sensitivity to insulin, liposarcoma cell growth, chronic anovulation, hyperandrogenism, progesterone 
production, steroidogenesis, redox potential and oxidative stress in cells, nitric oxide synthase (NOS) 
production, increased gamma glutamyl transpeptidase, catalase, plasma triglycerides, HDL and LDL 
cholesterol levels and the like. 

Another embodiment according to the invention is directed to a method of treating a disease state 
in a patient with a phannaceutically effective amount of a compound of Formula I, or a phannaceutically 
acceptable salt thereof^ wherein the disease is associated with a physiological detrimental blood level of 
insulin, glucose, free fatty acids (FFA), or triclycerides. 

An embodiment according to the invention is directed to treating a patient suffering from a 
physiological disorder associated witfi physiologically detrimental levels of triclycerides in the blood, by 
administering to the patient a pharmaceutically effective amount of the compound, or of a 
pharmaceutically acceptable salt thereof 

An embodiment according to the invention is the use of compounds of Formula I and their 
pharmaceutical compositions as anti-diabetic, anti-lipidemic, anti-hypertensive or anti-arteriosclerotic 
agents, or in the treatment of obesity. 

Another embodiment according to the invention is directed to a method of treating hyperglycemia 
in a patient, by administering to the patient a phannaceutically effective amount to lower blood glucose 
levels of a compound of Formula I, or a pharmaceutically acceptable salt thereof. Preferably, the form of 
hyperglycemia treated in accordance with this invention is Type 11 diabetes. 

Another embodiment according to the invention is directed to a method of reducing triglyceride 
levels in a patient, comprising administering to the patient a therapeutically effective amount (to lower 
triglyceride levels) of a compound of Formula I, or a pharmaceutically acceptable salt thereof 

Another embodiment according to the invention is directed to a method of beating 
hyperinsulinism in a patient, comprising administering to the patient a therapeutically effective amount of 
a compound of Formula I, or a pharmaceutically acceptable salt thereof 
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Another embodrment according to the invention iidirected to a method of treating insulin, 
resistance in a patient, comprising administering to the patient a therapeutically effective amount of a 
compound of Formula 1, or a pharmaceutical ly acceptable salt thereof. 

Another embodiment according to the invention is directed to a method of treating cardiovasdular 
disease, 5uch as atherosclerosis in a patient, comprising administering to the patient a therapeutically 
effective amount of a compound of Formula I, or a pharmaceutically acceptable salt thereof. 

Another embodiment according to the invention is directed to treating of hyperiipidemia in a 
patient, comprising administering to the patient a therapeutically effective amount of a compound of 
Formula I, or a pharmaceutically acceptable salt thereof. 

Another embodiment according to the invention is directed to treating of hypertension in a 
patient, comprising administering to the patient a therapeutically effective amount of a compound of 
Formula I, ora pharmaceutically acceptable salt thereof. 

Another embodiment according to the invention is directed to treating eating disorders in a 
patient, comprising administering to the patient a therapeutically effective amount of a compound of 
15 Formula I, or a pharmaceutically acceptable salt thereof. Treatment ofeating disorders includes the 

regulation of appetite andor food intake in patients suffering from under-eating disorders such as anorexia 
nervosa as well as over-eating disorders such as obesity and anorexia bulimia. 

Another embodiment according to the invention is directed to treating a disease state associated 
with low levels of HDL comprising administering to the patient a therapeutically effective amount of a 
20 compound of Formula I, or a pharmaceutically acceptable salt thereof. Diseases associated with low 
levels of HDL include atherosclerotic diseases. 

Another embodiment according to the invention is directed to treating polycystic ovary syndrome 
comprising administering to the patient a therapeutically effective amount of a compound of Formula I, or 
a pharmaceutically acceptable salt thereof. 
25 Another embodiment according to the invention is directed to treating climacteric comprising 

administering to the patient a therapeutically effective amount of a compound of Formula I, or a 
pharmaceutically acceptable salt thereof. 

Another embodiment according to the invention is directed to treating inflammatory diseases such 
as rheumatoid arthritis, chronic obstructive pulmonary disease (emphysema or chronic bronchitis), or 
30 asthma comprising administering to the patient a therapeutically effective amount of a compound of 
Formula I, or a pharmaceutically acceptable salt thereof. 

Another aspect of the invention is to provide a novel pharmaceutical composition which is 
effective, in and of itself, for utilization in a beneficial combination therapy because it includes a plurality 
of aaive ingredients which may be utilized in accordance with the invention, 
35 In another aspect, the present, invention provides a method for treating a disease state in a patient, 

wherein the disease is associated with a physiological detrimental level of insulin, glucose, free fatty acids 
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(FFA), or triglycerides, m the bloody comprising administering to. the patient a therapeutically effective 
amount of a compound of Formula I, and also administering a therapeutically effective amount of an 
additional hypoglycemic agent. 

In another aspect, the present invention provides a method for treating a disease state in a patient, 
5 wherein the disease is associated with a physiological detrimental level of insulin, glucose, free fatty acids 
(FFA), or triglycerides, in the blood, comprising administering to the patient a therapeutically effective 
amount of a compound of Formula I, and also administering a therapeutically effective amount of a 
biguanidine compound. 

In another aspect, the present invention provides a method for treating a disease state in a patient, 
1 0 wherein the disease is associated with a physiological detrimental level of insulin, glucose, free fatty acids 
(FFA), or triglycerides, in the blood, comprising administering to the patient a therapeutically effective 
amount of a compound of Formula I, and also administering a tfierapeutically effective amount of 
metformin. 

The invention also provides kits or single packages combining two or more active ingredients 
15 useful in treating the disease. A kit may provide (alone or in combination with a pharmaceutically 

acceptable diluent or carrier), a compound of Formula Q) and an additional hypoglycaemic agent.(alone 
or in combination with diluent or carrier). 

There are many known hypoglycemic agents in the art, for «camp!e, insulin; biguanidines, such 
as metformin and buformin; sulfonylureas, such as acetohexamide, chloropropamide, tolazamide, 
20 tolbutamide, glyburide, glypizide and glyclazide; thiazolidinediones, such as troglitazone; a-glycosidase 
inhibitors, such as acarbose and miglatol; and B3 adrenoreceptor agonists such as CL-3 16, 243. 

Since sulfonylureas are known to be capable of stimulating insulin release, but are not capable of 
acting on insulin resistance, and compounds of Formula I are able to act on insulin resistance, it is 
envisaged that a combination of these medicaments could be used as a remedy for conditions associated 
25 with both deficiency in insulin secretion and insulin-resistance. 

Therefore, the invention also provides a method of treating diabetes mellitus of type II in a patient 
comprising administering a compound of Formula I and one or more additional hypoglycemic agents 
selected from the group consisting of sulfonylureas, biguanidines, thiazolidinediones, Bs-adrenoreceptor 
agonists, a-glycosidase inhibitors and insulin. 
30 The invention also provides a method of treating diabetes mellitus of type II in a patient 

comprising administering a compound of Formula I and a sulfonylurea selected from the group consisting 
of acetohexamide, chlorpropamide, tolazamide, tolbutamide, glyburide, glypizide and glyclazide. 

The invention also provides a method of treating diabetes mellitus of type II in a patient 
comprising administering a compound of Formula I and a biguanidine selected from the group consisting 
35 of metformin and buformin. 
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The invention also provides a method of treating diabetes mellitus of type II in a patient 
comprising administering a compound of Formula I and an a-glycosidase inhibitor selected &om the 
group consisting acarbose and miglatol. 

The invention also provides a method of treating diabetes mellitus of type 11 in a patient 
comprising administering a compound of Formula I and an thiazolidinedione, for example, troglitazone. 

As indicated above, a compound of Formula I may be administered alone or in combination with 
one or more additional hypoglycemic agents. Combination therapy includes administration of a single 
phannaceutical dosage formulation which contains a compound of Formula I and one or more additional 
hypoglycemic agent, as well as administration of the compound of Formula I and each additional 
hypoglycemic agents in its own separate phannaceutical dosage formulation. For example, a compound 
of Formula I and hypoglycemic agent can be administered to the patient together in a single oral dosage 
composition such as a tablet or capsule, or each agent administered in separate oral dosage formulations. 
..Where separate dosage formulaUons are used, the compound of Formula I and one or more additional 
hypoglycemic agents can be administered at essentially the same time. i.e.. concurrently, or at separately . 
staggered times, i.e., sequentially. 

For example, the compound of Formula I may be administered in combination with one or more 
of the following additional hypoglycemic agents: insulin; biguanidines such as metformin or bufoimin; 
sulfonylureas such as acetohexamide. chloropropamide, tolazamide, tolbutamide, glyburide, glypizide or 
glyclazide; thiazolidinediones such as troglitazone; o-glycosidase inhibitors such as acarbose or miglatol; 
or Bj adrenoreceptor agonists such as CL-3 16, 243. 

metformin* of Formula I is preferably administered with a biguanidine, in particular. 

The compounds of Formula I contain at least three aromatic or hetero-aromatic rings, which may 
be designated as shown in Formula II below, and for which their substitution pattern along the chain with 
respect to each other also is shown below. 





— , ' 



Wng' Linker! Ringll Linkerll 



Ring in 



— V 

Linker in 



ai) 



0. 



A preferred aspect ofthe compounds ofFormula II, is a compound wherein — ^ is selected 
30 from quinolinyl, benzothiophenyl, benzoimidazolyl, quinazolinyl. benzothiazolyl, quinoxalinyl, naphthyl. 
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pyridyUH-indazQiyI, U^Atetrahydroquinoiinyl, benzofuranyl, thienyl, or indolyi, and one end of the 




Arl 



linker. Linker I, is attached to ^ preferably at the 2-position of the ring moiety 

O 

Another aspect of the compounds of Formula II is a compound wherein — ^ is a ( 



Arn 

membered aryl or heteroaryl group and Linker I and Linker 11 are attached to — ^ at positions 
5 1,3-, or 1,4- to each other. 




Another aspect of the compounds of Formula II is a compound wherein ^--^ is a naphthyl 



0. 

— ^ isai 




group. Linker I and Linker II are attached to ^ at positions 1,4-, 
or 2,4-.to each other on the naphthyl moiety. 



Another aspect of the compounds of Formula II, is a compound wherein ^ is 6- 
10 membered aiyl or heteroaryl, and has a preferred position of attachment of Linker II and Linker HI to 
Ring in at positions 1 ,2-, to each other. 




^ — ^ 1S( 



Another aspect ofthe compounds ofFormula II, is a compound wherein ^-1-^ is6- 
membered aryl or heteroaryl, and has a preferred position of attachment of Linker II and Linker 111 to 
Ring III at positions 1,2*, 
15 to each other. 



^ is( 



Another aspect ofthe compounds ofFormula II, is a compound wherein ^ ^ is 6- 

membered aiyl or heteroaryl, and has a preferred position of attachment of Linker II and Linker III to 
Ring III at positions 1 ,4- to each other. 



20 



A further preferred aspect of the compound ofFormula II is described by Formula V below: 
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E Z 



(V) 



Where Ri, R2, c, d, e, f, D, E and Z are as defined above, c + d = 1-3, and R* and R" are ring system 
substituents. 



.0 

Another aq)ect of this invention is a compoxmd of the invention wherem ^ — ^ is 
optionally substituted aryl, optionally substituted azaheteroaryl, or optionally substituted fused 



arylheterocyclenyl; 



.0. 



optionally substituted aiyi, optionally substituted heteroaiyl, or 




Arm 



optionally substituted fiised arylheterocyclenyl; and ^ is optionally substituted aryl, 
10 optionally substituted heteroaryl, optionally substituted fused arylheterocyclalkyl or optionally 
substituted fused arylheterocyclenyl. 

Another aspect of this invention is a compound of the invention wherein a = 1 or 2; Ri 
and R2 is hydrogen; A is a chemical bond; and b = 0. 

Another aspect of this invention is a compound of the invention wherein a 0; A is 

Rl5 



15 



g 

R16 



; Ri5 and Ri6 are hydrogen; g,is 1, 2, or 3; and b = 0. 
Another aspect of this invention is a compound of the invention wherein a = 0; A is - 
NR13-, b = 1 , R3 and R4 are hydrogen. 

Another aspect of this invention is a compound of the invention wherein a = 2; vicinal Ri 
radicals taken togedier witii the carbon atoms to which the Ri radicals are linked form an 
20 ethylene group; R2 is hydrogen; A is a chemical bond; and b=0. 

Another aspect of this invention is a compound of the invention wherein a = 1, 2 or 3; Ri 
and R2 are hydrogen; A is -0-; and b = 0. 
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Another aspect of this invention is a compound of the invention wherein a = 1 ; Rj, Rj. R3 
and R4 are hydrogen; A is -0-; and b = I. 

Another aspect of this invention is a compound of the invention v^erein c = 1 or 2; R5 
and R^ are hydrogen or alkyi; B.is a chemical bond; and d = 0, 

Another aspect of this invention is a compound of the invention wherein c = 2; vicinal R5 
radicals taken together with the carbon atoms to which the R5 radicals are linked fomi an 
ethylene group; R^ is hydrogen; B is a chemical bond; and d=0. 

Another aspect of this invention is a compound of the invention wherein c = 0 or 1; Rs 
andR5arehydrogen;Bis-O-;andd = 0or 1. 

Another aspect of this invention is a compound of the invention wherein c = 0; B is - 
C(Oy or-S(0)2-; d = 1 and R7 and Rg are independently hydrogen or alkyl. 

Another aspect of this invention is a compound of the invention whercin e = 0; f = 0; D 
and E is a chemical bond; Z is R21O2SHNCO-, and Rzj is phenyl. 

Another aspea of this invention is a compound of the invention wherein e = 0; f = 0 or 1; 
D and E is a chemical bond; Z is tetrazolyl, NH2CO- or -COit^^il and R21 is hydrogen or lower 
alkyL 

Another aspect of this invention is a compound of the invention wherein e = 0; f = 0 or 1; 
D is -O- or a chemical bond; E is a chemical bond; and Z is tetrazolyl, NH2CO- or -CO2R21; and 
R21 is hydrogen or lower alkyl. 

Another aspect of this invention is a compound of the invention \siierein e = 0; f = 1 ; D is 
-O- or a chemical bond; E is a chemical bond; R| j and R12 are hydrogen or alkyl; arid Z is 
tetrazolyl, NH2CO. or -CO2R21; and R21 is hydrogen or lower alkyL 

Another aspect of this invention is a compound of the invention wherein e 2, then 
vicinal R^ radicals taken togetiier with the carbon atoms to which the R9 radicals are linked fomi 
an ethylene group; f = 0; D and E is a chemical bond; and Z is -CO2R21; and R21 is hydrogen. 

Another aspect of this invention is a compound of the invention wherein e = 0; f = 3; D is 
-0-; E is a chemical bond; Rn and R12 are hydrogen or alkyl, or at least one of Ri 1 is carboxyl or 
alkoxycarbonyl; Z is tetrazolyl, or -CO2R21 ; and R21 is hydrogen or lower alkyl. 

Another aspect of this invention is a compound of the invention wherein e = 0; f = 1, 2, or 
3; D is -C(0)s E is a chemical bond; Ri i and R12 are hydrogen or alkyl; Z is tetrazolyl or - 
CO2R21 ; and R21 is hydrogen or lower alkyl. 
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A preferred aspect of tWs invention is a compound of the invention wherein 
an optionally substituted quinolinyl, quinoxalinyl, quinazolinyl, isoquinolinyl, iV-alkyl-quinolin- 
4-onyl, quina2olin-4-onyl, benzoxazolyl, benzimidazolyl, benzothiazolyl, benzofiiranyl, 
benzothiophenyl, indolinyl oxazolyl, thiazolyl, oxadiazolyl isoxazolyl, imidazolyl, pyrazol-yl, 

5 thiadiazolyl, triazolyl, pyridyl pyrimidinyl, pyrazinyl, pyridazinyl, phenyl, or napthalenyl group, 
wherein the substituent is a ring system substituent as defined herein, more preferably a 
substituent selected from the group consisting of phenyl, substituted-phenyl, thienyl, substituted 
thienyl, cycloalkyl, lower alkyl, branched alkyl, fluoro, chloro, alkoxy, aralkyloxy, 
trifluoromethyl and trifluoromethyloxy. 

10 A more preferred aspect of this invention is a compound of the invention wherein 

0. 

.^^--^ IS unsubstituted qmnolin-2-yI, 3-substituted quinolin-2-yl, 4-substituted quinolin-2-yl, 
6-substituted quinolin-2-yI or 7 substituted quinolin-2-yl; an unsubstituted quino2alin-2-yI, 3- 
substituted quino2aIin-2-yl, 6-substituted quinozaIin-2-yl or 3,6-disubstituted quinozalin-2-yl; 
unsubstituted quina2olin-2-yl, 4-substituted quinazolin-2-yl or 6-substituted quinazolin-2-yl; 

15 unsubstituted isoquinolin-3-yI, 6-substituted isoquinolin-3-yI or 7-substituted isoquinolin-3-yl; 
3-substituted-quina2olin-4-on-2-yI; iV-substituted quinolin-4-on-2-yI; 2-substituted-oxazoI-4-yl 
or 2,5 disubstituted-oxazoI-4-yl; 4-substituted oxa2oI-2-yl or 4,5-disubstituted-oxazol-2-yl; 2- 
substituted thiazol-4-yl or 2,5-disubstituted thiazol-4-yl; 4-substituted thiazol-2-yl or 4,5- 
disubstituted-thia2ol-2-yl; 5-substituted-(l,2,4]oxadiazol-3-yl; 3-substituted-[l-,2,4] oxadia2ol-5- 

20 yl; 5-substituted-imida2oI-2-yl or 3,5-disubstituted-imida2ol-2-yl; 2-substituted-imidazol-5-yl or 
23-disubstituted-imidazol-5-yl; 3-substinited-isoxazol-5-yl; 5-substituted-isoxazol-3-yl; 5- 
substituted-[l^,4] thiadia2ol-3-yI; 3-substituted-[l,2,4].thiadia2ol-5.yl; 2-substituted.[l,3,4]- 
thiadiazol-S-yl; 2-substituted-[l,3,4]-oxadia2ol-5-y!; l-substituted-pyra2ol-3-yl; 3-substituted. 
pyra2ol-5-yl; 3-substituted-[l,2,4]-triazol-5-yl; l-substituted-[l,2,4].tria2ol-3.yl; 3-substituted 

25 pyridin-2-yl, 5-substituted pyridin-2-yI, 6-substituted pyridin-2-yi or 3,5-disubstituted pyridin-2. 
yl; 3-substituted pyrazin.2.yl, S-substituted pyra2in-2-yl, 6-substituted pyra2in-2.yl or 3,5 
disubstituted.pyra2in-2-yl; 5-substituted pyrimidin-2-yl or 6-substituted-pyriinidin-2.yl; 6- 
substituted-pyrida2in-3.yl or 4,6-disubstituted-pyridazin-3.yI; unsubstituted na^)thalen-2.yl, 3- 
substituted napthalen-2-yI, 4-substituted napthalen-2.yl, 6-substituted napthalen-2-yl or 7 

30 substituted napthalen.2.yl; 2-substituted phenyl, 4-substituted phenyl or 2,4-disubstituted phenyl; 
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unsubstituted -ben2othiazol-2-yl or 5-substituted-ben20thiazoi.2-yl; unsubstituted benzoxazol- 
2yl or 5-substituted-ben20xazoI-2yl; unsubstituted -benzimida2ol-2-yl or 5-substituted- 
benzimidazol.2-yl; unsubstituted -thiophen-2yi. 3-substituted -thiophen-2yI, 6-substituted - 
thiophen-2yi or 3,6-disubstituted-thiophen-2yl; unsubstituted -benzofuran-2-y, 3-substituted- 
benzofuran-2-yl, 6-substituted-benzofuran-2-yI or 3,6-disubstituted-ben2ofuian-2-yI: 3- 
substituted-benzofuran-6-yl or 3,7-disubstimted-ben2ofiiran-6.yl, wherein the substituent is a 
ring system substituent as defined herein, more preferably a substituent selected &om the group 
consisting of phenyl, substituted-phenyl, thienyl, substituted thienyl, cycloalkyl, lower allcyl, 
branched alkyl, fluoro. chloro, alkoxy, aralkyloxy, trifluoromethyl and trifluoromethyloxy. 

Another more preferred aspect of this invention is a conq)ound of the invention wherein 
Ri andR2arebothH,a= I,Ais -O-andb = 0. ~ 

Another more preferred aspect of this invention is a compound of the invention wherein 
Ri and R2 are both H, a = 2, A is -O- and b - 0. 

Another more preferred aspect of this invention is a compound ofthe invention wherein a 
?= 0, A is -O- or -NR,3. ; R,3 is hydrogen or alkyl; R3 and R4 are both independently hydrogen; 
andbal. 

Another more preferred aspect of this invention is a compound of the invention wherein a 
= 0, A is -O- or -NR13-; R,3 is hydrogen or allqrl; R3 and R* are botii independently hydrogen; b 
= 1: and Arl is 3-substituted quinolin-2-yl, 4-substituted quuiolin-2-yl, 6-substituted quinolin-2- 
yl, 7 substituted quinolin-2-yl, unsubstituted quinoxalin-2-yl. 3-substituted quinoxalin-2-yl, 6- 
substimted quinoxalin-2-yl, 3,6-disubstituted quinoxalin-2-yl, unsubstituted quina2blin-2-yl. 4- 
substituted quinazoUn-2-yl, 6-substituted quinazoIin-2-yI, unsubstituted isoquinolin-3-yl, 6- 
substituted isoquinolin-3-yI, 7-substituted isoquiiioIin-3-yl, 4-substituted oxazol-2-yl, 4,5- 
disubstituted-oxazoI-2-yl, 4-substituted-thiazol-2-yl. 4,5-disubstituted-tiuazol-2-yI, 5-substituted 
-imidazol-2-yI,3,5-disubstituted-imida2ol-2-yl, l-substituted-pyra2ol-3-yl,3-substituted- 
pyrazol-5.yl, 3-substituted pyiidin-2-yl, 5-substituted pyridin-2-yl. 6-substituted pytidin-2-yl or 
3,5-disubstituted pyridin-2-yl, 3-substituted pyTa2in-2-yl, .5-substituted pyra2in-2-yl, 6- • 
substituted pyrazin-2-yl, 3,5 disubstituted-pyra2in-2-yl, 5-substituted pyrimidin-2-yl, 6- 
substituted-pyTiinidm-2-yI, 6-substituted-pyridazin-3-yl, 4,6-disubstituted-pyridazin-3-yl, 
unsubstituted-benzothia2ol-2-yl, 5-substituted-ben2othia2ol-2-yl, unsubstituted-benzoxazol-2-yl, 
5-substituted-ben2oxa2ol-2-yl, unsubstituted ben2ijnida2ol-2-yl, 5-substituted-benzimidazol-2-yl, 
3-substituted-benzofiiran-6-yl or 3,7-disubstituted-ben2ofuran-6-yl. 
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below: 



Another aspect of this invention is a compound of formula I as described by fonnula (I'a) 




vdierein 

0 



^ are inr)^ 



5 and ^ " are indepcndenfly aiyl, fused aiylcycloalkeriyl, fused aiyl^ 

aiylhetoocyclenyl, fused arylheterocyclyl, heteioaiyl, fused heteioaiy Icycloalkenyl, fiised 
heteroaiylcycloalkyl, fused heteroaiylheterocyclenyl, or fused heteroarylheterocyclyl; 
c+d=lor2; 
Bis-O-; 

10 Rs, R«, R?, Rg are indqiendently hydrogen; 
e = 0; 
f-O; 

D and E are a chemical bond; 

Z is RaiOzC-, RiiOC-, cycio-imide, -CN, RaiOiSHNCO-, RzjOjSHN-, (Riih^CO-, Ra,0- 2,4- 
15 tliiazolidinedionyl, or tetrazoiyi; 

R' and R" are ring system substituents as defined herein, mort preferably, R' is lower alkyl, halo, 
alkoxy, aryloxy or arallgrl; and R" is lower alkyl or halo. 



Another aspect of this invention is a compound of formula I as described by formula (la) 

20 below: 
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wherein 




,0 



and are independently aiyl, fused axylcycloalkenyl, fi^ 

arylheterocyclenyl, fiised aiyiheterocyclyi, heteroaiyl, fused heteioaiylcycloalkenyl, fused 
5 heteroarylcydoalkyl, fused heteroaiylheterocyclenyl, or fused heteroaiyiheterocyclyl; 
c+d=lor2; 
Bis-O-; 

Rs, R^,* R?, R« are independently hydrogen; 
e = 0; 
10 f=0; 

D and E are a chemical bond; 
Zis-COiH; 

R' and R" are ring system substituents as defined herein, more preferably, R' is lower alkyl, halo, 
alkoxy, acyloxy or aralkyl; and R" is lower alkyl or halo; 

15 

Another aspect of this invention is a compound of fonnula I as described by formula (la) 

below: 
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wherein: 
a«0-2; 
. b = 0.1; 
5 Ais-0-or-NRi3S 
c+d= 1 or2; 
BisrO; 

Ri , R2, R3, R4 R5, R6, R7, and Ra are independently hydrogen; 
Ri3 is hydrogen, R22OC-, or alkyl; 
10 e = 0; 
f-0; 

. D and £ are a chemical bond; 
Zis-COiH; 

R' and R" are ring system substituents as defined herein, more preferably, R* is lower alkyl, 
1 5 halo, alkoxy , aryloxy or aralky I; and R" is lower alkyl or halo. 



A more preferred aspect of this invention is a compound of formula I as described by 
formula (la) v^^erein: 
a= 1 or 2; 
20 Ais^s 
b«0; 

Ri, R2, R? and R^ axe independently hydrogen; 



wo 00/64876 



30 



PCTAJSOO/11490 



0 



is optionally substituted phenyl; 



c = 0; 



Bis-Os 
d = l; 
5 e = 0; 
f=0; 

D and E are a chemical bond; 
R' is hydrogen, halo or benzyloxy; 
R" is lower alkyl, preferably methyl; 
10 Z is-C02H. - . 

A more preferred aspect of this invention is a compound'of foimula I as described by 
formula (la) wherein: 
a = 1 or 2; 
15 Ais^; 



— ^ is optionally substituted phenyl; 
c = l; 
20 Bis-O-; 
d = 0; 
e - 0; , 
f=0; 

D and E are a chemical bond; 
25 R' is hydrogen, halo or beniyloxy; 
R" is lower alkyl, preferably methyl; 
Z is-COiH. 



b = 0; 

Ri, R2, R5 and R« are independently hydrogen; 
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A more preferred aspect of this invention is a compound of formula I as described by 
formula (la) wherein: 
a = 1 or 2; 
Ais-O-; 
b = 0; 

Ri, R2. R7, Rg, Ri I and R12 are independently hydrogen; 




Aril 

is optionally substituted phenyl; 
c»0; 

Bis-0-; 
d"l; 

f=l;- 

D and E are a chemical bond; 
R'ishalo; 

R" is lower allqrl, preferably methyl; 
.2 is-COzH. 

A more preferred aspect of this invention is a con^und of formula I as described by 
formula (la) istoein: 
a=l; 

Ais-O-; 
b = 0; 
c = 0-l; 
Bis-0-; 

d = 0 or 1, wherein c+d = 1 or 2; 

e = 0; 

f=0; 

D and £ are a chemical bond; 
R' is hydrogen, aralkoxy, or halo; 
R" is lower alkyl, preferably methyl; 
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Zis-COzH. 

A more preferred aspect of this invention is a compound of fonnula I as described by 
formula (la) vAerein: 
5 a=l; 
Ais-0-; 
b = 0: 
c = 0; 
Bis-0-; 
10 d»l; 
e«0; 
f=0; 

D and £ are a diemical bond; 
R' is hydrogez^ 

15 R" is lower alkyl; 
Zis-C02H. 

A more preferred aspect of this invention is a compound of formiila I as described by 
formula (la) wherein: 



20 and — ^ areaiylorheteroaiyl; 

a»l; 
Ais-0-; 
b = 0; 
0 = 0; 
25 Bis-0-; 
d=l; 
e = 0; 
f=0; 

D and E are a chemical bond; 
30 R' is hydrogen; 

R" is lower alkyl; 
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Zis.C02H. 

A more preferred aspect of this invention is a compound of foraiuia I as described by 
formula (la) wherein: 



is optionally substituted azaheteroaiyl; 
is optionally substituted phenyl; 




0 



a = l; 
Ais-0-; 
b = 0; 

10 c = 0; . > 

Bis-0-; 
d=l; 
e = 0; 
f=0; 

IS D and E are a chemical bond; 
R' is hydrogen; 

R" is lower alkyl; 
ZisCOiH. 



A more preferred aspect of this invention is a conqraund of formula I as described by 
formula (la) wherein: 



0 



IS optionally substituted quinolinyl, or a 5-membered heterparyl group wherein the 
heteroaryl group is substituted by optionally substituted phenyl or optionally substituted 
cyclohexyl; 



0, 

— ^ is< 



25 ^ is optionally substituted phenyl; 

a=l; 
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A is -0-; 
b = 0; 
c = 0; 
Bis-O-; 
d=l; 
e = 0; 
f=0; 

. D and £ are a chemical bond; 
R' is hydrogen; 
R" is lower alkyi; 
ZisC02H. 

Compounds according to the invention are selected from the group consisting of 
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H 





3JU 



i li 




.OH 



O 

^OH 





.0^ ^ ^0, 
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■ • • 

> > f 







OOr-'xy^ CKX»^.^ 




10 
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a 

CCX-^vQ.cJ^ JXX^o^o^X^ O^L'^^J^ 

oX>t oX>< 



9 





f f 

a 







a 

XXX^^^.^J^ xpcX^9,^o,jn^ CCO'>0.<'^^X|/ 

0^*O» 

oo-'p,.^ ca^-^ (xx^^^x 



wo 00/64876 PCTAJSOO/11490 

45 

^^17°^ (Xmy^ ^co^-^ 

' ; 

o 

o:f-cr^ co..^.^ c6..^^ 

' i ; 

a 

' • » 

"Xia..^^ CCO-^yvJ^ ^.^^ 

» » . I 

9 




^xr^ 'xxx.^.ja '^^4 

'^^^ P^xr=^ 

* . • ■ 

O^*^ O*^^*^ 0^*^^ 
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A preferred compound according to the invention is selected from the group consisting of 




1 
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A preferred compound according to the invention having PPARa and PPARy activity is of the 
formula: 



A preferred compound according to the invention that is selective for PPARa is selected from the 
group consisting of 

co--~a°^ ^'^'-vJ Gclx^-^ 




and , 

A preferred compound according to the .invention that is selective for PPARS is of the formula: 





A preferred compound according to the invention that is selective for PPARS and PPARy is 
selected from the group consisting of: 



;and 



A preferred compound according to the invention that is selective for PPARa and PPARS is 
selected from the group consisting of: 
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; . ;and. " 

More prefenwi compounds of the invention hiaving PPARy activity have the formula: 



9 
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This invention also encompasses all combinations of preferred aspects of the invention noted 



herein. 



Compounds useful according to this invention can be prepared in seg?nents as is common to a 
long chain molecule. Thus it is convenient to synthesize these molecules by employing condensation 
reactions at the A, B and D sites of the molecule. Compounds of Fonnula I can be prepared by the 
application or adaptation of known methods, by which is meant methods used heretofore or described in 
the literature. Compounds of Formula I are preparable by recognized procedures from known compounds 
or readily preparable intermediates. Thus, in order to prepare a compound of the below formula, where Z 
is generally CN or CO2R 




The following reactioiis or combinations' of reactions are employable: 




^ Rj 

(vm) 



R4 Re Ra Rio 1 

(DO 



Rt2 



Scheme 1 



Rio Ri2 



R7 




(xno 



Rio R12 



Scheme 2 
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(XIV) ^ ■ w 



(XV!) 




(xvn) 



Scheme 3 



In the above schemes (1-3) a displacement reaction can be used when A, B and D are O, S or NR. and L 
is a leaving group such as halo, toslyate or mesylate. A base such as sodium hydride, sodium hydroxide, 
potassium carbonate or triethylamine may be used when A, B or D is O or S. 

An alternative coupling reaction is the Mltsunobu reaction (diethylazodicarboxylate/triphenylphosphine 
see Synthesis, 1981, 1 ). This chemistry can be used to condense fragments when the functionality is 
amenable to this reaction. An example of this would be the coupling of compounds of scheme 1 where 
. formula VI (L = OH, a > 0) and formula VII (A = O, b = 0) 

Reaction temperatures are in the range of about -78 to 80 °C and reaction times vary from about 1 to 
48 hours, the reactions are usually carried out in an inert solvent that will dissolve the reactants. 
Solvents include, but are not limited to N.N-dimethylformamide, acetone, acetonitrile, letrahydrofuran. 

Alternatively, the reactions shown in Schemes 1-3 can be accomplished using a fragment of the described 
Fomula. For example, as shown in Scheme 4, a compound of Formula VI (Scheme I) may be combined 
with a compound of Formula VII. where Formula VII optionally contains Ar III and Z. This notation 
used for Formula VII in Scheme 4 is used throughout this document and is used to generalize the 
described reaction. Therefore, ail of the reactions of Schemes 1-3 may be accomplished as shown or by 
using a fragment of the described formula. In some instances, the use of a protecting group may be 
required when a fragment of a formula is used. 





ArU 



(VH) 



One method for the preparation of compounds where Z = tetrazole is the reaction of an intermediate 
where Z = CN with sodium azide and ammonium chloride at an elevated temperature. 
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One method for the preparation of compounds where Z = COjH, is the hydrolysis of an intermediate 
where Z is CN or COjR. This can be accomplished under acidic or basic conditions, with the preferred 
method generally being sodium or potassium hydroxide in a protic solvent such as aqueous ethanol at a 
temperature of about 20 **C to 1 00 **C. 

An alternative method for the conversion of a nitrile to a carboxylic acid is to reduce the nitrile to the 
corresponding aldehyde using a reducing agent such as diisobutylaluminura hydride, followed by 
oxidation of the aldehyde to the carboxylic acid using a reagent such as sodium chlorite, sodium 
dihydrogen phosphate, isobutene (See, JACS 1980. 45, 1 1 76) or other standard conditions. 

Another alremarive method for the preparation of compounds where Z = CO>H is the oxidation of a 
primary alcohpl using an appropriate oxidant such as PDC in DMF, RuCU / NalOj in 3:2:2 water 
aceionitrile : CCU or the Swem system (to produce the intermediate aldehyde then oxidation of this 
functional ity to the carboxylic acid as described above). 

Some other methods for the preparation of compounds wliere Z * COjH are shown in Scheme 5 . A 
carboxylic acid (2) can be generated directly by halogen-metal exchange of die corresponding aromatic 
halide (1) with an alkyl lithium reagent such as n-butyliithhim, followed by quenching the resulting anion 
with carbon dioxide. Alternatively, alkoxy-carbonylation of an aromatic bromide, iodide or triflate can be 
accomplished in a carbon monoxide atmosphere in the presence of a suitable alcohol (usually methanol) 
using a catalyst such as PdCPPh?) jCi: / Et.NH. Pd(Ph ,P(CHi):.PPh:)> / EhN or altemaively cobalt, ie. 
Co(OAc) 2, plus a base (NaH or K2CO3), The resulting benzoate (3) is then converted to the benzoic acid 
by hydrolysis as described above. 



X = Br.l.OTf 
CO. PdCPPhjjOj 




EtjNH, HOR' 




Preparation of phenylacetic acid derivatives can be accomplished from an appropriate aryl halide or 
triflate as illustrated in Scheme 6. Stille coupling of this type of compound with a vinyl stannane using a 
palladium catalyst such as Pd(0Ac)2, P(o-tolyl)3 provides an olefin, (5). Hydroboration of this 
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vinylbenzene derivative; followed by oxidation of the resulting primary alcohol with an oxidant, such i 
Jones* reagent, provides the phenyiacetic acid (6). 




Bu3Sn-CHsCH2 

Pd cat /(UCI when X = OT0 




1) BHj. HjOj 

2) Jones 



(5) 

Sciieme 6 




In one embodiment of the current invention, Arl can be a five membered ring heterocycle thus generating 
astructures of the general form shown in Figure 1 . 



^10 «12 



9j 9j 

( ). A ( L 



W « CR,. N: X a CR,. N: Ya CR,. N: Z « S. O. NR, 



Figure 



In particular, Ae heterocycle can be a substituted thiazole, oxazole, oxadiazole, imidazole, isoxazole, 
pyrazole, thiadiazole or triazole. These systems can be prepared using methods known in the chemical 
literature (for reviews see Katritzky, AJL; Rees, C.W. Eds. Comprehensive Heterocyclic Chemstry . Vol. 
5; Pergamon Press (1984); Katritzky, A.R.; Rees, Scriven. E.F,V. Eds. Comprehensive 
Heterocyclic Chemstry U\ Vols 3 & 4, Pergamon Press (1996)). More specifically, oxazoles, imidazoles 
and diiazoles can be prepared by fusion of an amide, amidine or a thioamide, respectively, with an a- 
halo-ketone at temperatures ranging from about 40 to 1 50 (Scheme 7). 
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Sclieme 7 

These reactions may be carried out neat, or in a solvent such as toluene, dichlorobenzene, or ethanol. 
Substituted oxazoles can also be prepared from a diazoketone and a nitrile using BFj etherate (Scheme 
8), Ibata,T; Isogami, Y. BulL ChenL Soc Jpn. 1989, 62, 618). 




Scheme 8 



ly2,4-Qxadiaxoles can be prepared by reaction of a nitrile with hydroxylamine followed by condensation 
of the resulting hydroxy-amidine with an acid chloride in the presence of a base and heating the adduct in 
a solvent such as toluene or dichlorobenzene to effect ring closure'. (Scheme 9, Banavara, L Jvl.; Beyer, 
T.A.; Scott, P J,; Aldinger, C.E.; Dee, M.F.; siegel, T.W.; Zembrowsky, W.J. J. Med, Chem., 1992, i5, 
457). 




Scheme 9 . 

l,3,4K)xadia2soles are prepared (Scheme 10) by condensation of an acylhydrazide with an acid synthon 
(such as an ester, acid chloride acy! azide) then cyclization of the resulting diacyl-hydrazide by heating in 
a solvent such as benzene or ethanol with or without an acid catalyst such as sulphuric acid (for examples 
see Weidinger, H.; Kranz, J. Chem, Ber, 1963, P<5, 1049 and Vakula, T.R.; Srinivarsan, Indian J. 
ChenL. 1973, //, 732). 



wo 00/64876 



56 



PCTAJSOO/11490 




Scheme 10 



Substituted I A4-thiadia2oIes can be prepared by condensation of a thioamide with an N.N- 
dimethylamide dimethyl acetai derivative in a solvent such as benzene (Scheme 1 1. MacLeod, A4 Baker. 
R.; Freedman, S J.; Patel, S.; Merchant, KJ.; Roe, M. Saunders, J. J. Med Chem.. 1990, 33, 2052. also ' 
Patzel. M. Liebscher, J.; Siegfried, A. Schmitz, E. Synthesis, 1990, 1071) followed by reaction with an 
clectrophilic aminating agent such as mesityisuiphonyioxyamine in methanol or dialkyloxaziridine in a 
solvent such as toluene. 



Y**^ MeO OMe R->. /'W^"* N 

* X : if T MesSO^NH , "--^ 

S R-^^NMe, S lilMe, \ //. 



s-n: 



Scheme 11 



In another embodiment of this invention Ari can be a U,4-thiadiazole.^This system is assembled by 
condensation of a dithioester with an imidate ester salt in a solvent such as ethanol at a temperature 
between room temperature and reflux (Scheme 12. Stillings, M.R.; Welboum. A.P.; Walter, D.S.y. Med. 
Chem.. 1986, 29, 2280). The dithioester precursor is obtained from the corresponding Grignard reagent 
and carbon disulphide / Mel. The imidate ester is prepared from the corresponding nitrile by reaction with 
HCl gas in the presence of an appropriate alcohol. 
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. R" Br 



Mg/THF 

orBuU/THF/MgBr, 
..78'C-f.L 
then 

CSz/Mel 



5 

A, 



R"^ "SMe 



CM 



HCI / Ethanol 



A. 



R"^ ^NHNHi 



NH^a 

r 



Scheme 12 

Pyrazoies can be prepared by condensation of a l»3-diketone (Scheme 13) or a synthetic equivalent with a 
substituted hydrazine (for example, a ^aminoenone. Alberola, A.; Calvo, L.; Ortega, A.G..; Sadaba, 
M.L.; Sanudo, M.C.; Granda, S.G.; Rodriguez, E.G., Heterocyctes, 1999, Ji, 2675). 

R- R- 



o o 



R-NH-NH, 




Scheme 13 



Similarly, isoxazoles can be prepared by reaction of a 1,3 dicarbonyl compound with hydroxy! amine 
(Scheme 14. Pei, Y.; Wickham, B.O.S.; Tetrahedron Letts, 1993, 34, 7509) in a solvent such as ethanol at 
a temperature between 20 **C to reflux temperature. 




HO-NH3.Ha 



R- 




Scheme 14 



Alternatively, isoxazoles can be prepared by condensation of a hydroxamyl chloride widi an alkyne 
(Scheme 15, Kano, H.; Adachi, I.; Kido, R.; Hirosc. K. Jl Med Chem. 1967, 70, 41 1) in the presence of 
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a base such as triethylamine. The hydroxamyl chloride unit can, in turn, be prepared from the 
corresponding oxime by oxidation with chlorine gas at low temperature (such as -60 *C) in a solvent such 
as ether (Casanti, G. Ricca, A. Tetrahedron UlL, 1967, 4, 327). 

NOH g^j^ 

N O 

Scheme IS 

Triazoles are prepared by the Einhom-Brunner reaction or a variant thereof (Scheme 16) 



p O 




Scheme 16 



In addition, 5-hydroxymethyl substituted I A4-triazoles can be prepared by condensation of an imidate 
ester with an 2-hydroxy-acetohydrazxde unit (Scheme 17. Browne, Ew J.; Nunn, E. E.; Polya, J. B. J. 
ChenuSoc^C 1970, 1515). 




r 

Scheme 17 



The five membered heterocycles, so formed, can, in certain cases, be coupled directly with a firs^ent 
containing Aril using standard methodology detailed elsewhere in the description of this invention 
(Schemes M). These methods include alkylation of metal alkoxide containing Aril with a chloromethyl 
substituted heterocycle, or conversely, alkylation of a hydroxyl appended heterocycle (in the presence of a 
base) with a chloromethyl reagent containing Aril. 

In another approach to fragment condensation, the substituents on the preformed heterocycle are first 
modified to incorporate suitable reactive functionality then this system is coupled to a fragment 
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containing Aril. For example (Scheme 1 8), treatment of a 1 ,4^isubstituted imidazole with a base such as 
n-butyl lithium at a temperature of around -78 followed by alkylation of the resulting anion with an 
electrophile such as ethylene oxide provides the hydroxyethyl-substituted imidazole (other useful 
electrophiles are DMF or fonnaldehyde. For example see Manoharan, T.S.; Brown, ILS. J. Org. CheH, 
1989, 54, 1439). This intermediate can then be coupled to an Aril fragment containing an aromatic 
alcohol via a Mitsunobu reaction. 




Scheme 18 , 

Another example of this general approach is shown in Scheme 1 9. A ring substituent such as an ester can 
be reduced to the corresponding alcohol using a reagent such as lithium aluminum hydride or lithium 
borohydride in a solvent such as THF or ether. Followed by halogenation of the resulting alcohol with a 
reagent system such as NCS / PhjP, PhjP / Br^ or PBr, (Pci, Y.; Wickham, B.O.S.; Tetrahedron Lett., 
1993, 34, 7509). The alkyl halide produced in this manner can be coupled with a nucleophilic substituent 
attached to Aril, using a base such as KjCOs in the case of an aromatic alcohol, (thiol) or NaH in the case 
of an aliphatic alcohol (thiol). 
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Scheme 19 



In a third general approach to fragment condensation, Ar II can be incorporated mto a precursor of the 
five membered hetcrocycle. For example (Scheme 20), amination of the 3-aryI-propionate and thionation 
of the resulting amide provides a suitable iunctionalized system for thiazole ring synthesis. Similarly 
formation of the thio-urea from the arylmethyi amine (path B) provides'a suitable precursor for frision 
with an ?-haloketone leading to a 2-araino-substituted tfiiazole (Collins, JX.; Blanchard, S. G.; Boswell, 
G. E.; Charifson, P. S.; Cobb, J. E.; Henke, B. R.; HuU-Ryde, E. A.; Kazmierski, W. M.; Lake, D. H.; 
Leesnitzer, L, M.; Lehmann, J,; Lenhard, J. M.; Orband-Miller L.A.; Gray-Nunez, Y.; Paries, D. J.; 
Plunkett, IC D.; Tong, Wei-Qin. J. Med Ghent 1998, 41, 5037). 
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I.TSTUttMflNH, 



2. LawassQcrt mgam 






1. (lmiteBtt)2CsS 
ZNHa 




Scheme 20 



In another embodiment of this invention, Arl is a five membered heterocycle of general formula shown in 
Figurc2. . 




10 



W » CRi , N; X « CRi . N; 1^ CR,, N : Z a CR, N 
Provided Aat when A = 0,N, or S then "a" is > 1 

Figure 2 



In particular, this heterocycle can be a pyrazole, an imidazole or a triazole. These systems can be prepared 
by alkylation of an //-unsubstituted heterocycle using a base such as sodium hydride, in a solvent such as 
DMF, THF, DMPU or a combination of thisse solvents, at or around 0 ^'C and an electrophile such as an 
alky! halide, cyclic carbonate or an epoxide (Scheme 21). 
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N 



1. NaH 




N E 



W = CR. 'N: X = CR. N: Y= CR. N: Z = CR N 



Scheme 21 



These electrophiles can incorporate Aril or the alkylation products can be jfiirther modified and coupled 



to a fragment containing Aril in a subsequent step as described above. For example (Scheme 22), The 
3,5-disubstituted pyrazole is prepared by reacting an aldehyde with a P-tosylhydrazinophosphonate, using 
the literature procedure (Almirante, N .; Benicchio, A.; Cerri, A.; Fedrizzi, G.; Marazzi, G.; Santagostino, 
M.Synlett 1999, 299). This intermediate can then be alkylated with sodium hydride / ethylene carbonate 
in DMF (for a specific example see Collins, J.L.; Blanchard, S. G,; Boswell, G. E.; Charifeon, P. S.; 
Cobb, J. E.; Henke, B. R.; Hull-Ryde, E. A.; Kazmierski, W. M,; Lake, D. R; Leesnitzer, L. M.; 
Lehmann, J.; Lenhard, J. M.; Orband-Miller LA.; Gray-Nunez, Y.; Parks, D. J.; Plunkett,'K. D.; Tong. 
Wei-Qin. J. Med Chem. 1998, 41, 5037). This intermediate can in turn be coupled to a fragment 
containing Aril by a Mitsunobu reaction as described above. 



In another embodiment of this invention Arl is a substituted benzene, pyridine, pyrimidine, pyrazine or 
pyridazine (Figure 3). These systems can be prepared by applying several of the general synthetic 






Scheme 22 



methods detailed elsewhere in the description of this invention. 
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W = CR„ N; X = CRi, N: Y= CRi. N; Z = CRi N 
. Figure 3 

More specifically (Scheme 23X treatment of the known 5-bromo-2.meAyl-pyridine (Graf. 7. Prdfcr. 
CAew., 1932, /JJ, 19.) with LDA then fonnaldehyde in THF at low temperanire (typically around -78 
*C) followed by Mitsunobu coupling of the resulting alcohol to an aromatic alcohol containing Aril gives 
the bromo-pyridine derivative which can be further modified to give various alkyl and aiyl substituted 
pyridines by cross coupling with an appropriate alkyl or aryl organometallic under palladium or nickel 
catalysis (For genera! reviews see Knight, D.W. and Billington, D.C in Comprehensive Organic Synthesis 
Vol. i, p 413 and 481, Trost, B.M. and Fleming, 1; Eds. Pergamon Press 1993). 

1.LDA/CH2O. 




ZOEAD/PhjP/ 
HO^ 




Aril 




ftM/Pd(0)orNi(a) 




Scheme 23 



Similar procedures using the appropriate 5-bromo-2-methyl-pyrimidine (Kosolapoff, G J^.; Roy, C.H. J. 
Org. Chem., 1961, 25, 1895), 2-iodo.5-methyUpyrazine (Hirshberg, A.; Spoerr, PX.; .7. Org. Chenu. 
1961, 26, 1907) and 3-bromo.6.methyl.pyridazine (Counotte-Potman, A.; van der Plas, H.C.; J, 
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Heterocyclic Cherrt, 1983, 20, 1259) provide access to the corresponding pyrimidines, pyrazines and 
pyridazines respectively. 

In another variant of this general class, Arl is a 3-heteroatoin-substituted pyridazine. For example 
(Scheme 24). treatment of the known 3,6-dibromo-pyridazine with a metal alkoxide (containing Aril and 
derived from the corresponding alcohol and sodium hydride) in a solvent such as DMSO provides the 
alkoxy-substituted bromo-pyridazine. The bromide can be converted into a range of substituents as 
described above for pyridines. In particular, Suzuki coupling with a boronic acid in the presence of a base 
and a palladium catalyst provides the corresponding aryl substituted pyridazines. 
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Scheme 24 



In another embodiment of this invention Arl can be a substituted quinoxaline (Figure 4). These systems 
are assembled by condensation of a 1 ,2-dicarbony 1 compound with a 1 ,2 diamino-benzene (for a review, 
see Katritdcy, A.R.; Rees. C.W.; Scrivcn, E.F.V. Eds, Comprehensive Heterocyclic Ckemstryll; Vol 6 
Pergamon Press (1996). 
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Functionalization of these systems and coupling to Aril can be effected using procedures described for 
the related pyrazines. For example (Scheme 25), condensation of 1,2-diamino-benzene with 2,3-butadione 
provides die 2,3-dimethyl quinoxaline. //-oxidation of this intermediate with a peroxy-carboxylic acid and 
treatment of the product with acetyl chloride gives the 2-chlorom.ethyl-3-methyi quinoxaoline (Ahmed, 
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Y.; Habib, M.S.; Bakhtiari. B. Bakhtiari, Z. J. Org. Chem.,1966, 31; 2613). This intermediate is then 
coupled to a fragment containing Ar II under standard conditions. 



NH, 



1.1 

Z per-acoticacid then POClj 

1 rhM OP KjCOj /HX,,^^^^^^ 
X«O.NR.S 



Scheme 2S 




In another embodiment of the current invention Arl can be a quinazoline (Scheme 26). Such systems are 
commonly prepared by condensation of an o-amino-benzaldehyde or o-amino-aryl-ketone derivative 
with an acid chloride followed by heating with ammonia. For example, condensation of o-amino- 
benzaldehyde with chloroacetyl chloride in the presence of pyridine followed by reaction of the product 
with edianolic ammonia at room temperature (Armarego, W.LJ.; Smith, J. I. C. J. Chenu Soc, C, 1966, 
234) provides a 2-chloromethyl substituted quinazoline which can be coupled to a fragmdit containing 
Aril as described above. 




2.NH)ettiiRol 

XNaHorKjCOi/HX. 
X-O.NR,S 




Scheme 26 

The related quina2olin-4K}ne ring system (Scheme 27) can be prepared by condensation of an o-amino- 
benzonitrile and an acid chloride followed by ring closure using a reagent such as urea hydrogen peroxide 
in the presence of a base such as potassium carbonate (Bavetsias, Y- Synth. Commun. 1998, 25, 4547). 
In another variant of the quinazoline system, 4-heteroatom substituted quinazolines can be prepared by 
condensation of an amino-benzonitrile with chlorocetonitrile in the presence of an acid such as HCl or 
HBr (Chhabria, M. T.; Shishoo, C. J. Heterocycles 1999, 51, 2723.). The resulting system can be 
coupled to Aril as described above. The 4-halp-substituent can then be modified by nuclebphilic 
displacement by a metal alkoxide in a solvent such as DMSO. 
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Scheme 27 



A genwal reactira for the preparation of reagents such compounds of formulas VI, DC, X, Xm and XIV 
(schemes 1-3) is shovm in Scheme 28. Haiogenation of a methyl substituted aromatic with a reagent such 
3S N-bromosuccinunide under free radical conditions provides the halomethyl substituted aromatic 
reagents. 



V y benzoyl peroxide V 7*^2 

^ — ^ orAlBN ^ 



X=sBr.a 



Scheme 28 

An alternative preparation of certain alkylating reagents is shown in Scheme 29. For example, substituted 
2-chloromethyl quinoline derivatives can be prepared using a two step procedure (See, J. Med. Chem. 
1991, 34, 3224). Oxidation of the nitrogen to form the N-oxide can be acheived wjth an oxidant such as 
m-chloroperbenzoic acid or hydrogen peroxide. Reaction of the Nnjxide with a reagent such as toluene 
sulfonylchloride at elevated temperatures can produce the target chloromethyl derivative. This chemistry 
can also be extended to 2-picoline derivatives where the 6-position is non-hydrogen. 
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Also for 2-ptcoBnes 
X = non 
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Scheme 29 



Preparation of reagents which can be used as alkylating agenets of formula VI (scheme I) are shown in 
Scheme 30. With the quinoxaline ring system the use of trichloroisocyanuric acid (TCC) can produce the 
corresponding chloromethyl analog (See, Chem. Ber. 1987, 120, 649). 




N 



TCC 



Scheme 30 




In a particular embodiment of this invention, B of Formula I can be an amide linker of either of the 
general forms shown in Figure 5. Compounds of this fonnula can be prepared from a carboxylic acid 
fragment and an amine fragment using standard peptide coupling reagents. They can also be prepared by 
reaction witii an activated carboxylic acid derivative such as. but not limited to, an acid chloride or 
anhydride m combination with an amine fragment in the presence.of a suitable base such as triethylamine. 
It should be dear that essentially the same procedures can be used in the case where group. A of Fonnula I 
is an amide using the appropriate carboxylic acid and amine fragments. 
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More specifically, the 2-aminomethyl,6-substituted.benzoic acid system (7) can be prepared using the - 
chemistry shown in Scheme 31. Selective reduction of the substituted ohthalic anhvdride (9) with a 
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sterically hindered lithium triaiklyborohydride, such as L-selectride; provides lactone (10) 
regioselectively (See Krishnamurthy, Heterocycles, 1982, 18, 4525). Reaction of this lactone with ' 
potassium phthalimide provides the protected amine according to the procedure of Bomstein, Org.Syn. 
Collective Vol IV, 1963, 810. Removal of the phthalimide protecting group using standard deprotectlon 
conditions with hydrazine can provide the amino acid (7). 




Scheme 31 

1^-Carboxylic acid-half esters such as 12 (Scheme 32) are precursors to amide linked stnicturcs (Figure 
5) in which the Arlll containing fragment is the acyl doner. These systems can be prepared in several 
ways: Alcoholysis of the phthalic anhydride (9) can provide selectively isomer (11) plus smaller amounts 
of isomer (12). Esterification to provide the diester (13) can be accomplished using a variety of 
conditions, such as Fisher esterification. Hydrolysis of the diester can provide the regioisomer (12) as Ae 
major isomer in addition to isomer (1 1). 




Scheme 32 



Phthalic anhydride derivatives such as (9) can, in turn, be prepared from Ae corresponding diacid (14) as 
shown in Scheme 33 using dehydrating conditions such as, but not limited to, hot acetic anhydride. 
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Scheme 33 

In one embodiment of this invention, ArIIHCR9R,o)e'D-(CRiiRi2)rE-Z taken together constitutes a 
substituted benzoic acid. A useful sequence of reactions for constructing this kind of system is shown in 
Scheme 34. A lactone (obtained as described in Scheme 31) can be heated with hydrobromic acid to 
provide the bromomethyl carboxylic acid. The carboxyiate can be esterified by preparing the acid 
chloride, followed by reaction with an alcohol to provide an intermediate bromide which can be used as 
outlined in Scheme 2, Fonnula XIII. 




Scheme 34 

An altematiye benzoate substitution pattern can be accessed using the Alder*Rickert reaction as shown in 
Scheme 35 (See, J. Org. Chem. 1995, 60, 560). A 2-5iIyIoxydietie can be formed finom an enone using a 
strong base such as LDA and trapping the cnolate with a silylating reagent Heating this diene with an 
acetylenedicarboxylate at elevated temperatures can then yield the Alder-Rickert product Alky lation of 
the phenolic hydroxyl under standard conditions (using the alkylating reagent R'-L, where L is a leaving 
group) followed by saponification of the diester can provide a diacid mtermediate which can be 
manipulated according to the chemistry described in figures 3 1-34 to provide useful intermediates for the 
preparation of compounds of Formula I. 



X«ha8de,04lkyl.al)cyl 




Scheme 35 
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Another particular embodiment of this invention is one in which the substituted benzoic acid moietv 
described above has a 6.aIkyl-2-aIkoxy substituent pattern. The preparation of this kind of system is 
illustrated using the 6-methyI derivative shown in Scheme 36 (See Hamada, Tetrahedron, 1991, 47^ 
8635). Ethyl acetoacetate and crotonaldehyde can be condensed to fonn the cyclic ^ketoester. 
Subsequent lithium chloride / cupric chloride mediated aromatization of this intermediate can be 
accomplished at elevated temperatures to provide the target salicylate ester. The phenolic hydroxyl of this 
system can be further derivatized by alkylation as outlined elsewhere in the description of this invention. 




NaOEt 



COjEl 




Scheme 36 



Additionally, 6-aIkyl-2.alkoxy benzoate systems can be prepared by aromatic nucleophilic substitution of 
a 2-fluorobenzaldehyde, at elevated temperatures, with an alkoxide (Scheme 37) to'produce a 2-alkoxy- 
benzaldehyde. Oxidation of the aldehyde to the acid can then be accomplished using conditions such as 
sodium chlorite, sodium dihydrogen phosphate, isobutene (See, JACS 1980, 45, 1 176). 




R'ONa 
^ 



R'O' 




[Ox] 




Scheme 37 



In another embodiment of Ais invention, B of Fonnula I can be a sulfur atom forming a thioether linkage 
(Scheme 2, Formulas (XI and XII). This type of system can be prepared by standard thiol alkylation 
using a suitable base (such as sodium or potassium carbonate, hydroxide, hydride or an amine such as 
triethylamine) to fonn an anion of the thiol and then reaction of this species with an appropriate 
elcctrophile such as an alkyl halide or sulphonate ester. Similarly, the groups A and D of Formula 1 can 
also be, independently, a sulfur atom. It should be clear that he same transformations described in the 
Schemes below can be applied to compounds of Formulas (VII, VIII, XI, XII and XVI; schemes 1-3). 
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Aromatic thiols can be prepared from the corresponding phenols. For example, preparation of a 2-thio- 
bcnzoate (10) from the salicylate (7), can be carried out as shown in Scheme 38. (See, Guise J. Chem 
Soc, Perkin Trans. 1, 1982, S, 1637). The thionocarbamate (8) can be obtained from the corresponding 
phenol (7) using a thiocarbamoyl chloride. Pyrolysis of (8) (>300 **C) can yield 4e rearrangement 
product (9) which upom hydrolysis can yield the thiol ( 1 0). 




(7) (8) (9) (10) 

Scheme 38 



Another useful ring substituent transfcrmatioii is the conversion of an aniline to an aromatic thiol. As 
shown in Scheme 39, diazotization of an aniline such as (1 1) is followed by conversion of the diazonium 
' salt (12) to a disulfide(l3) using sodium sulfide. Reduction of the disulfide with zinc/acetic acid can yield 
the thiol (14) (See, Guise J. Chem Soc, Pericin Trans. 1, 1982, S, 1637). 




(11) (12) (13) {14) 

Scheme 39 



In a particular embodiment of this invention, Arlll can be a halo-substitiited aromatic. Synthesis of a 
particularly relevant system is outlined in scheme 40. Regioselective halogenation of a 2,6-disubstituted- 
phenoi to provide the 4-halophenol system can be accomplished with a halogenating reagent such as 
sulfuryl chloride (See, J. Het Chem. 1989, 26, 1 547). The phenolic hydroxyl group can be further 
derivitized as outlined elsewhere in the description of this invention. 

OH 



or other 
halogenating 
reagent 




X = CI. Br 
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An alternative method for the preparation of a halo (or alkoxy)-substituted benzoate is shown in Scheme 
41 . An aniline is first converted to its diazonium salt using nitrous acid, followed by transfomation to 
the corresponding nitrile using a reagent such as cuprous cyanide (See Chem. Ber. 1983, 116, \ \ 83). The 
cyano group is then hydrolyzed to the acid (see, Fuson, JACS 1941, 63, 1679). The acid may then be 
protected as an ester to allow further derivitization of the system as outlined elsewhere in the description 
of this invention. 

X s halogen oraikoxy 




Scheme 41 



An ortho-halo-benzoate can be prepared similarly, by diazotization of an o-carbo3Q^ aniline, followed by 
reaction with a copper halide (Scheme 42). 




Scheme 42 



In another embodiment of this invention, Arlll is a benzofuranyl or dihydrobenzofiiranyl carboxylic acid 
as illustrated in Figure 6 . 




COjH 

Figure 6 



wo 00/64876 



PCTAJS00A1490 



73 



Benzofuran-2-carboxylale derivatives can be prepared as shown in Scheme 43 by cyclization of the 
appropriately substituted 2-carbonyI-phenoxyaceiate under basic conditions. Reduction of the resulting 
benzoftiran to the corresponding 2,3-dihydro-ben2ofuran can be accomplished using sodium mercury 
amalgam under basic conditions. (See, J. Med Chem. 1984, 27, 570). 




V 



O^OR 



NaOR 



O 

Scheme 43 



Na/Hg 
OH- 




An alternative synthesis of the 2^-dihydrobenzofuran-2-caiibo:Q^late ring system is shovm in Scheme 44 
(See, J. Med. Chem. 1981, 865). Claisen rearrangement of a substituted allyl-phenyl ether at an elevated 
temperature such as 250 **C either neat or in a solvent such as dimethylaniline, can provide the o-allyl- 
phenol . Peracid oxidation of this intermediate provides die 2-hydroxymethyI-2^-dihydr6benzofuran. 
which can be further oxidized to the carboxylic acid using a varied of oxidizing agents such as Jones' - 
reagent. 





Scheme 44 

In another embodiment of this invention '^A'* can be an imidazoIidin-2-one, a tetrahydropyrimidin-2-one 
an imidazoline-2,4-dione, or a tetrahydropyrimidin-2,4-dinone (Figure 7). 




Rio Ri2 



X.Y ='(CRiR2)n,C=0 

Figure 7 
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These systems are prepared from an amine containing Arl by sequential acylation, aminolysis, ring 
closure and reduction, as illustrated in Scheme 45 (For examples see Kitazaki, T.; asaka. A.; Tamura, N.; 
Matsushita, Y.; Hosono. H.; Hayashi, R.; Okonogi, K.; Itoh, K. Chem. Pharm Bull., 1999, 47, 351 and 
Basha, A.; Tetrahedron Lett, 1988, 29, 2525). Coupling to Aril can be effected by derivitization of the 
cyclic urea N by treatment with a base such as NaH in THF at arx)und 0 °C then alkylaiion of the resulting 
anion with an electrophile such as an alkyl bromide / trifiate containing Aril). 




X-8r.UOTr 

Y-CCH, 

II-1.2 

Scheme 45 

In another embodiment of this invention Aril is a six membered ring aromatic of general form substituted 
shown in Figure 8. In particular. Aril is a substituted benzene, pyridine, pyriraidine, pyridazine or 
pyrazine. 



-B-f 




Rg . I 
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Rio Rl2 



U«CR,.N.C.:WaCR,. N.C-:X = CR,.N.C-:Y»CR,. N.£.:Z>CR,. N.C. 

Figure 8 



In principle, appropriately functional ized ring systems of this kind can be prepared by " 
fiinctionalization of specific precursors followed by ring synthesis or by derivatization of a preformed . 
ring system. There are numerous approaches to the synthesis and ftinctionalization of the aforementioned 
cyclic frameworks in the chemical literature (for examples, see (a) Katritzky, A.R.; Rees, C.W.; Scriven, 
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E.F.V. Eds. Comprehensive Heterocyclic Chemtry 11, Voh 5 and Vol 6. Elsevier Science 1996 and 
references therein). For example. (Scheme 46) alkylation of methyl glycolate with an alkyi halide 
containing Arl using a base such as sodium hydride in a solvent such as THE or DMSO provides the 
ester. Claisen condensation of this ester with /-butyl acetate at low temperature (typically below 
using a base such as LDA in THE provides the keto ester intermediate. This is reacted with formamidine 
acetate in the presence of a base such as sodium methoxide in methanol to give the pyrimidinone (Butters, 
M. J. Heterocyclic Chem.. 1992, 29, 1369). This type of substituted aromatic system can be further 
functionalized to incorporate Arl as described eUewhere in the description of this invention. 



NaH/Br— (■ 




R7 



MeO. 




«"ArUI 




X 



AeOH gytQ 



NaOMa/MeOH 



U9A/'8uO^ 



0 0 R, 



Scheme 46 



In certain cases, ArH (m Figure 8) can be assembled by ring transformation of anotiier heterocycle, for 
example, treatment of the known 4-bromo-2.metiioxy-fiinm (Scheme 47, Marini-Bettolo, R.; Flecker, P.; 
Tsai. T. Y. R.; Wiesner, YLCan. J. Chem. 1981. 59, 1403) widi an alkyl lithium at low temperature and 
reaction of this anion with an electrophile containing ArlH (such as a brbmide, aldehyde, epoxide) 
provides the 4.substituted fiiran. Oxidative cleavage of this intermediate with dioxirane followed by 
treatment with hydrazine provides the pyridazinone which can be further modified to incorporate Arl as 
illustrated elsewhere in the description of this invention. 
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Scheme 47 

A particularly useilii protocol with regard to functionalization of heterocycles involves Mitsunobu 
ether! fication of hydroxy 1 substituted heterocycles (or keto-tautomers) such as outlined in Scheme 48. 
Treatment of the knovoi 6-bromo-pyridin-2-one (Wibaut, J.P.; Waayman, P.W.; Vandijk, J. Rjsc, Trav. 
Chiffu PayS'Bas. 1940, 59, 202) with an alcohol containing an Arl (or Arlll) under Mitsunobu's 
conditions provides the corresponding bromo-substituted pyridyi ether, (for typical procedures see 
Mitsunobu. 0.,5;7irAej£y, 1981, 1). 




Scheme 48 



The heterocyclic bromide, so formed, can be further fiinctionaiized in a number of ways. For example, 
coupling with a vinyl stannane can be effected under palladium (o) catalysis to provide systems with 
alkenyl linkers (Scheme 49). 




Scheme 49 
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The choice of catalyst and reaction temperature for this transformation depends on the substrate 
employed but is most commonly tetrakislriphenyiphosphine pailadium,bis(triphenylphosphine)paIladium 
chloride, l,r-bis(diphenylphosphino)ferrocene / bis-dibenzyiideneacetone palladium or 1,2 bis- 
(diphenylphosphino)ethane / bis(acetonitrile)dichloropalladium at a temperature between 50 and ISO.'^^C. 
Suitable solvents include DMF, DMPU, HMPA, DMSO, toluene, and DME. (for examples see Farina, 
V. Krishnamurthy, V.; Scott, WJ. Organic Reactions, 1997, 50, 1). Reduction of the olefm using, for 
example, Wilkinson's catalyst in a solvent such as toluene, THF or an alcohol at a temperature between 
about 20 and 80 provides the corresponding alkane linked system. 

In certain heterocyclic systems in which a bromide or chloride is situated ortho or para to a ring nitrogen, 
the halogen can be readily displaced by an alcohol (in the presence of base such as sodium hydride in a 
solvent such as Toluene, DMSO, THF, DMPU or HMPA) at or above room temperature (For examples 
see Kelly, T.R. et al. 1 Amer. Chent Soc, 1994, 116^ 3657 and Newcome, G.R. et al. J. Org. Chem,, 
1977, V2, 1500). For example, aicoholysis of a 2,4-dichloro-pyrimidine (Scheme 50) using a controlled 
stoichiometric amount of an alcohol reagent containing Arl (or Arlll) provides the aikoxy substituted- 
bromo-pyrimidine. Subsequent reaction of this product (generally above room temperature) with a iurtfaer 
equivalent of another alcohol containing Arlll (or Arl) provides the unsymmetrically dialkoxy- 
substituted heterocycle. Since the 4-position of the dichloro-pyrimidine is generally displaced first, the 
order in which the aikoxy substituents are introduced will dictate their orientation in the product 




a' 



Scheme 50 



Similar procedures using 2,6-dibromo-pyridine or 2,6-dibromo-pyridazine provides the corresponding 
dialkoxy«substltuted pyridines and pyridazines. 



A simple aikoxy group positioned ortho to a nitrogen in these heterocyclic systems can be hydrolyted to 
the corresponding hydroxy substituent using aqueous hydrochloric acid at a temperature normally 
between room temperature and reflux. (Scheme 51). 
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Scheme S 1 

For example (Scheme 5 1), treatment of the 2-methoxy-6-aIkyl-substituted pyridine derivative with 
hydrochloric acid provides the 6-alkyl substituted pyridin-2-one. This intermediate, in turn, can be further 
derivatized to the corresponding 2-aikoxy or 2-aIkenyl substituted systems as detailed ekewhere in the 
sdescription of this invention. 

A methyl, methylene or methine group positioned ortho to a ring nitrogen in these heterocyclic systems 
can be deprotonated with a base such as an alkyl lithium or LDA in a solvent such as THF, ether or 
HMPA, generally at low temperature (below 0°C) and the resulting anion reacted with electrophiles such 
as aldehydes, epo^ddes, alkyl halides or a,P-unsaturated carbonyl compounds to provide a variety of . 
fimctionalized heterocycles. 
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Scheme 52 

For example (Scheme 52) the 2-alkoxy-4.methyl-pyrimidine is treated, sequentially, with LDA 
and an aldehyde at -78 °C to give the hydroxy substituted adduct. Subsequent dehydration of this 
intermediate with martin sulfurane in a solvent such as dichloromethane at ambient temperature foUowed 
by hydrogenation of the resulting olefm provides the 4-ArI-containing.alkyU2-alkoxy-pyrimidine. 
Similar procedures applied to 2-chlon>6-methyl.pyrazine (Karmas, G,; Spoerri, P.E.; 1 Amer, Chem. 
Soc, 1952, 74, 1580) leads to the corresponding pyrazine. 



In another embodiment of this invention, A can be an amide thus generating compounds of the formulas 
shown in Figure 9. 

/"^^ Ri H H 

-2 



(j^O tpaV ^ t|)cO t|J Arm ) D (|)^.C 

I Re Re R,o Re 



Figure 9 ' 

The preparation of an illustrative example within this series is shown in scheme 53. A hydroxy aldehyde 
can be reacted with a bromoalkyl-ester to provide an aldehyde-ester intermediate. Reductive amination of 
the aldehyde followed by acyladon can provide the amide. 




Scheme 53 



wo 00/64876 



80 



PCTAJSOO/11490 



Furthermore, compounds of the invention may be easily synthesized by solid phase methods, 
illustrated in Schemes 54 and 55. using inputs (XII) - (XVII) listed in Table I. 
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Scheme 54 
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RisC0apCV1)/0IEA/DMAP or R,sN-CaO (XVB) / DMAP 




Scheme 5S 
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Table 1 (conrinuedj 



wo 00/64876 



PCTAJSOO/11490 



84 

An additional exemplification of the amide linker is shown in Scheme 56. Reaction oifan activated * 
carboxylic acid derivative such as, but not limited to, an acid chloride or anhydride with an amine of 
general formula (15) and a suitable base such as triethylamine provides the amide (16). More explicit 
exemplification is shown in Scheme 57. Carboxylic acid ( 1 7) is activated with oxalyl chloride to provide 
the acid chloride and then 2-amino-6-methylbenzoic acid (18), is added to provide the amide (19). 
• Alternatively, 2-aminomethyl-6-methylben2oic acid (20) can be used to provide the amide (21). 




(20) 

Schemes? 

The preparation of 2-aminomethyl-6-methylben2oic acid, (20), can be accomplished using the chemistry 
shown in Scheme 3 1 (X = Me, R* = H). 
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Compounds useful according to the invention may also be prepared by the qspiication or 
adaptation of known methods, by which is meant methods used heretofore or described in the literature, 
for example. those described by R. C. Larock in Comprehensive Organic Transfonnations, VCH 
publishers, 1989. 

In the reactions described hereinafter, it may be necessary to protect reactive functional groups, 
for example hydroxy, amino, imino, thio or carboxy groups, where these are desired in the final product, 
to avoid their unwanted participation in the reactions. Conventional protectmg groups may be used in 
accordance with standard practice, for examples see T.W. Green and P.G.M.Wuts in "Protective Groups 
in Organic Chemistry" John Wiley and Sons, 1991 ; J. F. W. McOmie in "Protective Groups in Organic . 
Chemistry" Plenum Press, 1 973 . 

According to a furdier feature of the present invention, compounds useful according to the 
invention may be prepared by interconversion of other compounds of the invention. 

A compound of the invention including a group containing one or more nitrogen riiig 
preferably imine (-N-), may be converted to the corresponding compound wherein one or more nhrdgen 
ring atom of the group is oxidized to an N-oxide, preferably by reactmg with a peracid, for example 
peracedc acid in acetic acid or m-chloroperoxybenzoic acid in an inert solvent such as dichloromethane, 
at a temperature from about room temperature to reflux, preferably at elevated temperature. 

The products of this invention may be obtained as racemic mixtures of their dextro and 
levorotatory isomers since at least one asymmetric carbon atom may be present. When two asymmetric 
carbon atoms are present, the product may exist as a mixtures of diastereomers based on syn and anti 
configurations. These diastereomers may be separated by fractional crystallization. Each diastereomer 
may then be resolved into dextro and levorotatory optical isomers by conventional methods. 

It will also be apparent to those skilled in the art that certain compounds of Formula I may exhibit 
geometrical isomerism. Geometrical isomers include the cis and trans forms of compounds of the 
inveiition having an alkenyl moiety. The present invention comprises the individual geometrical isomers 
and stereoisomers and mbctures thereof. 

Such isomers can be separated from their mixtures, by the application or adaptation of known 
methods, for example chromatographic techniques and recrystallization techniques, or they are separately 
prepared from the appropriate isomers of their intermediates, for example by the application or adaptation 
of methods described herein. 
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Resolution may best be carried out in the intermediate stage where it is convenient to combine the 
racemic compound with an optically active compound by salt formation, ester formation, or amide 
formation to form two diasteromeric products. If an acid is added to an optically active base, then tw6 
diastereomeric salts are produced which possesses different properties and different solubilities and can 
be separated by fractional crystallization. When the salts have been completely separated by repeated 
crystallization, the base is split off by acid hydrolysis and enantiomerically purified acids are obtained. 

Compounds useful according to the invention are useful in the form of the free base or acid or in 
die form of a pharmaceutically acceptable salt thereof. All forms are within the scope of the invention. 

Where a compound useful according to the invention is substituted with a basic moiety, acid 
addition salts are formed and are simply a more convenient form for use; in practice, use of the salt form 
inherently amounts to use of the free base form. The acids which can be used to prepare the acid addition 
salts include preferably those which produce, when combmed with the free base, pharmaceutically 
acceptable salts, that is, salts whose anions are non*toxic to the patient in pharmaceutical doses of the 
salts, so that the beneficial pharmaceutical effects of these compounds in the free base are not vitiated by 
side effects ascribable to the anions. Although pharmaceutically acceptable salts of said basic compotmds 
are preferred, all acid addition salts are useful as sources of the free base form even if the particular salt, 
per se, is desired only as an intermediate product as, for example, when the salt is formed only for 
purposes of purification, and identification, or when it is used as an intermediate in preparing a 
pharmaceudcally acceptable salt by ion exchange procedures. Pharmaceutically acceptable salts useful 
within the scope of the invention are those derived from the following acids: mineral acids such as 
hydrochloric acid, trifluoroacetic acid, sulfuric acid, phosphoric acid and sulfamic acid; and organic acids 
such as acetic acid, citric acid, lactic acid, tartaric acid, malonic acid, medianesufonic acid, ethanesulfbnic 
acid, benzenesulfonic acid, p-toluenesulfonic acid, cyclohexylsulfamic acid, quinic acid, and the like. 
The corresponding acid addition salts comprise the following: hydrohalides, e.g. hydrochloride and 
hydrobromide, trifluoroacetate, sulfate, phosphate, nitrate, sulfamate, acetate, citrate, lactate, tartarate, 
malonate, oxalate, salicylate, propionate, succinate, fumarate, maieate, methylene-bis-(J- 
hydroxynaphthoates, gentisates, mesylates, isothionates, di-p-toluoyltartrates, methanesulfonates, 
ethanesulfonates, benzenesulfonates, p-toluenesulfonates, cyclohexylsulfamate and quinate, respectively. 

The acid addition salts of the compounds useful according to the invention are prepared by 
reaction of the free base with the appropriate acid, by the application or adaptation of known methods. 
For example, the acid addition salts of the compounds of this invention are prepared either by dissoiviiig 
the free base in aqueous or aqueous-alcohol solution or other suitable solvents containing the appropriate 
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acid and isolating the salt by evaporating the solution, or byjeacting the free base and acid in an organic ' 
solvent, in which case the salt separates directly or can be obtained by concentration of the solution. 

The compounds useful according to the invention may be regenerated from the acid addition'salts 
by the application or adaptation of known mediods. Fpr example, parent compounds useful according to 
the invention can be regenerated from dieir acid addition salts by treatment with an alkali, c.g^ aqueous 
sodium bicarbonate solution or aqueous ammonia solution. 

Where the compound useful according to the invention is substituted with an acidic moiety, base 
addition salts may be formed and are simply a more convenient form for use; in practice, use of the salt 
form inherently amounts to use of the free acid form. The bases which can be used to prepare the base 
addition salts include preferably those which produce, when combined with the free acid, 
pharmaceutically acceptable salts, that is, salts whose cations are non-toxic to the animal organism in 
pharmaceutical doses of the salts, so diat the beneficial phannaceutical effects onthe activity of the 
compounds of die present invention in the free acid are not vitiated by side effects ascribable to the 
cations. Phannaceuticaliy acceptable salts useful according to the invention, include for example alkali 
and alkaline earth metal salts, including diose derived from the following bases: sodium hydride, sodium 
hydroxide, potassium hydroxide, calcium hydroxide, aluminum hydroxide, lithium hydroxide, 
magnesium hydroxide, zinc hydroxide, ammonia, ethylenejdiamine, N-methyi-glucamine, lysine, arginine, 
ornithine, choline, N.N'-diben^lethylenediamine, chloroprocaine, diethanolamine, procaine, 
diethylamine, N-benzylphenethylaraine, piperazine, tris(hydroxymethyi)aminometbane, 
tetramethylammonium hydroxide, and the like. ^ 

Metal salts of compounds useful according to the present invention may be obtained by 
contacting a hydride, hydroxide, carbonate or similar reactive compound of the chosen metal in an 
aqueous or organic solvent with the free acid form of the compound. The aqueous solvent employed may 
be water or it may be a mixture of water with an organic solvent, preferably an alcohol such as methanol 
or ethanol, a ketone such as acetone, an aliphatic ether such as tetrahydrofriran, or an ester such as ethyl 
acetate. Such reactions are normally conducted at ambient temperature but they may, if desired, be 
conducted with heating. 

Amine salts of compounds useful according to the present invention may be obtained by 
contacting an amine in an aqueous or organic solvent with the free acid form of the compound. Suitable 
aqueous solvents include water and mixtures of water with alcohols such as methanol or ethanol, ediers 
such as tetrahydrofuran, nitriles such as acetonitrile, or ketones such as acetone. Amino acid salts may be 
similarly prepared. 
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The base addition salts of the compounds useful according to the invention can be regenerated 
from the salts by the application or adaptation of known methods. For example, parent compounds useful 
according to the invention can be regenerated from their base addition salts by treatment with an acid; eg. 
hydrochloric acid. 

Salt forms usefiil according to the invention also include compounds having a quanemarized 

nitrogen. The quartemarized salts are formed by methods such as by aikylation of sp^ or sp^ hybridized 
nitrogen in -the compounds. 

As will be self-evident to those skilled in the art, some of the compounds useful according to the 
invention do not form stable salts. However, acid addition salts are most likely to be formed by 
compounds usefiil according to the invention having a nitrogen-containing heteroaryl group and/or 
wherein the compounds contain an amino group as a substituent Preferable acid addition salts of the 
compounds useful according to the invention are those wherein there is not an acid labile group. 

As well as being useful in themselves as active compounds, the salts of the compounds usefiil 
according to the invention are usefiil for the purposes of purification of the compounds, for example by 
exploitation of the solubility differences between the salts and the parent compounds, side products and/or 
starting materials by techniques well known to those skilled in the art / 

Various substituents on the compounds useful according to the invention, e.g., as defined in R, Ri . 
and Rj can be present in the starting compounds, added to any one of the intermediates or added after 
formation of the final products by known methods of substitution or conversion reactions. If the 
substituents themselves are reactive, then the substituents can themselves be protected according to tixe 
techniques known in the art A variety of protecting groups known in the art may be employed. Examples^ 
of many of these possible groups may be found in ''Protective Groups in Organic Synthesis** by T. W. 
Green, John Wiley and Sons, 1981. For example, nitro groups can be added to the aromatic ring by 
nitration, and the nitro group then converted to other groups, such as amino, by reduction, and halo, by 
diazotization of the amino group and replacement of the diazo group. Acyl groups can be substituted onto 
the aryl groups by Friedel-Crafts acyiation. The acyl groups then can be transformed to the corresponding 
alkyl groups by various methods, including the WolfF-Kishner reduction and Clemmenson reduction. 
. Amino groups can be alkylated to form mono and dialkylamino groups; and mercapto and hydroxy 
groups can be alkylated to form corresponding ethers. Primary alcohols can be oxidized by oxidizing 
agents known in the art to form carboxylic acids or aldehydes, and secondary alcohols can be oxidized to 
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form ketones. Thus, substitution or alteration reactions can be employed to provide a variety of 
substituents throughout the molecule of the staning material, intermediates, or the final product 

The starting materials, intermediates and some compounds of the invention are prepared by tHe 
application or adaptation of known methods, for example methods as described in US Patent No^ 
4,920,132; 4,920,13 1 ; and 5,059,610; publications Huang, Fu Chih et al , J. Med. Chem. (1991), 34(5), 
1 704-7; and Huang, Fu Chih et al . J. Med. Chem. (1990), 33(4), 1 194.200;' and the Reference 
Examples or their obvious chemical equivalents. 

The present invention is further exemplified but not limited by the following examples, which 
illustrate the preparation of the compounds according to the invention. 
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Example 1 

Methyl 2.6«dimethvl*benzoate 
5 To a cooled (0 ^'C) solution of 2,6-diinethylbeii2oic acid (20.2g, 134 mmol) in dichloromethane 
(200 niL) is added DMF (I mL) followed by oxalyl chloride (14 mL, 162 mmol). On 
compietionof addition, the cold bath is removed and stirring continued for 3h. The resulting 
soludon is concentrated under vacuum and the residue added slowly to a cooled (0 ^C) solution 
comprising methanol (200 mL) and triethylamine (40 mL). On completion of addition, the . 
10 reaction mixture is stiired for 30 min. then poured into hydrochloric acid solution (400 mL, 2N) 
which is then extracted with ether. The ether extract is washed with hydrochloric acid solution 
(IN), sodium bicarbonate solution and brine then dried over MgS04 and concentrated to give the 
title compound vAich is used without further purification. MS (EI) 1 64 (M)*. 

15 Example 2 

Methyl 2-bromometfavl-6-methYl'-benzoate 

To a solution of methyl 2,6-dimethyl-benzoate (22.0 g , 134 mmol, example 1) in CCU (250 mL) 
is added M-bromo-succinimide (19g, 107 mmol) followed by benzoyl peroxide (1.0 g, 4,0 
20 mmol). The resulting solution is warmed to reflux and stirred at this temperature for 20 min. The 
reaction mixture is then allowed to cool before being diluted with ether (200 mL), filtered and 
concentrated. The residue is purified by flash chromatography (silica, 4% acetone in hexanes) to 
give the tide compound. This product (approx. 85% purity, remainder is methyl 2,6dimethyl 
benzoate) is used without further purification. MS (EI) 242, 244 (M*, Br pattern). 

25 

Example 3 

3-(Ouinolin-2'VbnethoxvVphenol 

2-Chlorometfaylquinoline hydrochloride (25.0 g, 1 17 mmol) and resorcinol mbnobenzoate (37.5 
30 g, 175 mmol) are suspended in dimethylsulfoxide (1 80 mL) and are mixed with the aid of an 
overhead stirrer. The mixture is cooled to 1 5 and a 50% solution of sodium hydroxide (25 
mL) is added slowly over 10 min with a slight exotherm. The reaction is allowed to come to 
room temperature and is allowed to stir overnight. The reacdon is then heated to 95 "C and a 
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50% solution of sodidm hydroxide (25 mL) is added over 10 min. After 20 min. hot water (300 
mL) is added to the reaction and stirred 15 min. Hie reaction is hot filtered and the filtrate is 
cooled tp provide a brick red solid which is dried in vacuo to provide .the sodium salt 
pentahydrate. A portion of the salt (15.6 g, 43.0 mmol) is neutralizedby heating in water (30 
5 mL) with IN HCl (43 mL) foUowed by cooling to provide a brown solid. The soUd is dissolved 
in dichloromethane (550 mL) and me^anol (14 mL). dried over magnesium sulfate, filtered and 
concentrated in vacuo to yield the title compound as atan solid. A portion is reciystallized from 
ethyl acetate to provide an analytically.pure sample; m.p. 152-153 "C. MS (EST) 252 (M+H)*. 

10 Example 4 

MetfaYl2.methyl-6-r3-fQumolin.2.vi metfaQxv^-phen»vymethvl1-be^^^^^ 
3-(Quiaolin.2-ylmeth6xy)-phcnol (5.2 g. 21 mmol. example 3). methyl 2.bromoihethyl-6- 
methyl-benzoate («cample 2) (5.0 g. 2 1 mmol) and potassium carbonate (4.4 g, 32 mmol) are 
combined in DMF (50 mL) and heated at 85 'C for 3h. The reaction is poured mto ethyl acetate 
(500 mL) and washed with water (4 x 120 mL) and brine (100 mL). The solution is dried over 
magnesium sulfete, filtered and concentrated in vacuo to provide a residue which is purified by 
column chromatogr^hy (sUica, 10 to 20% ethyl acetate in hexane) to provide the title 
compound. MS (ESI) 414 (M+H)*. 



15 



20 



The foUowing compounds are prepared using essentially the same procedure used in example 4 
except using the cited phenol in place of 3-(quinolin-2-ytaiethoxy>phenol with either the methyl 
or isobutyl benzoate (example 2). 



25 Example 4a 



Methyl (2-methyl-6-n-f2.fluinni;n .2-vl-vinvlVphennxvmethvin-hen7oat^ 

MS (ESI) 410 (M+H)*. Prepared from 3-(2-quinolin-2-yl.vinyl)-phenoI (example 15). 

30 Example 4b 



Methyl (2-Methvl-6-n-r2.fnvririin.? . vloxvWthoxv%nhenoxvmethvl>Vben2nate 
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NMR (300 MHz, CDCI3) 8 8.15 (m, IH), 7.60 (t, IH), 7.1-7.38 (m, 4H), 6.89 (dd, IH), 6.81 
(d, IH), 6.56 (m, 3H), 5.08 (s, 2H). 4.70 (t, 2H), 4.32 (t, 2H), 3.85 (s. 3H), 2.36 (s, 3H). 
Prepared from 3-[2-(pyridm-2-yloxy)-ethoxy]-phenol (example 15a). 

5 Example 4c. 

Methyl 2-(3'rfBeiuoxa2ol-2-yl-methyl-amino)^methvlVDhenoxvmcthyn-6-methvi-ben2oate 
MS (ESI) 417 (M+H)*. Prepared from 3-[(N-benzoxazoU2-yI-N-methyl-ainino)-methyI]-phenoI 
(example 10a). 

10 

Example 4d 

Methyl 2-methvl'6-(3-r(methyl-quinolin-2-yUamino)-methylVphenoxymethyl)-ben2oate 
MS (ESI) 427 (M+H)\ Prepared from 3-[(N-methyI-N-quinolin-2.yl-a^^ 
15 (example 10b). 

Example 4e 

Isobutyl 2-methyl-6-f3-(quinolin-2-yloxymethyl)-phenoxymethyl1-benzoate 
20 MS (ESI) 456 (M+H)^ Prepared from 3-(quiiiolm-2-yloxymethyl)-phenol (example 15b). 

Example 4f 

Methyl 2-n''f2-(5-ethyl-pyridin-2-yO-€thoxy1-phenoxvmethyU-^6-methvl-benzoate 
25 ^H NMR (300 MHz, CDCI3) 5 8.39 (bs, IH), 7.46 (d, IH), 7.28 (m, 2H), 7.16 (m, 3H), 6.52 (m, 
3H), 5.06 (s, 2H), 4.31 (t, 2H), 3.82 (s, 3H), 3.22 (t, 2H), 2.63 (q, 2H), 2.38 (s, 3H), 1.24 (t, 3H). 
MS (ESI) 406 (M+H)^ Prepared from 3-[2-(5-ethyl-pyridin-2.yl)-ethoxy]-phenol (example 71). 

Example 4g 

30 

Methyl 2-methy^6*r3-f2-pvridin*2«v!-etfaoxvVpheiioxymethvlVben2oate 
*H NMR (300 MHz. CDCI3) 5 8.56 (d, IH). 7.62 (m, IH), 7,28 (m, 2H), 7.16 (m, 3H), 6.52 (m, 
4H), 5.06 (s, 2H), 434 (t, 2H), 3.82 (s, 3H), 225 (t, 2H), 2.38 (s, 3H). MS (ESI) 378 (M+H)^ 
Prepared from 3-(2-pyridin-2-yl-^thoxy)-phenol (example 71a). 
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Example 4h 

Methyl 2-r3-(Bei tzooxa2oI-2-ylaminomethvlVphenoxvmethyn-6«methvUbeii2oate 
5 'H NMR (300 MHz, CDCI3) 5 7.54 (m. IH). 7.38 (d, IH), 726 (m, 3H). 7.18 (m, 2H), 7.05 (m, 
IH), 6.98 (m, 2H), 6.88 (dd, IH), 5.10 (s, 2H), 4.64 (bs, 2H), 3.80 (s, 3H), 2.37 (s, 3H). MS 
(ESI) 403 (M+H)*. Prepared from 3-(ben20oxazol-2-ylammomethyI)-phenol (example 10c). ' 

Example 4i 

10 

Methyl 2- methyl-6>r3-fpyridin-2-vlmethoxvmethyl)-phenoxymethyl%benm 
'H NMR (300 MHz, CDCI3) 5 8.56 (d, IH), 7.71 (m, IH), 7.48 (d, IH), 7.25 (m, 5H), 6.99 (m, 
2H), 6.87 (dd, IH), 5.1 1 (s, 2H), 4.69 (s, 2H), 4.63 (s, 2H), 3.82 (s, 3H), 2.35 (s, 3H). MS (ESI) 
378 (M+H)*. Prepared from 3-(pyridm-2-yhnethoxymethyl>phenoI (example 74). 

15 

Example 4j 

Methyl 2-m etfavl-6-r3-f Quiaolin-2-vlmethoxymetfayl>>phenoxvmethyl Vbenzoate 
*H NMR (300 MHz, CDCI3) 5 8,19 (d, IH), 8.06 (d, IH), 7.82 (d„lH), 7.69 (m, 21^, 7J3 (m, 
20 IH), 724 (m, 4H), 7.01 (m, 2H), 6.88 (dd, 1.H), 5.12 (s, 2H), 4.86 (s, 2H), 4.66 (s, 2H), 3.82 (s, 
3H), 2.38 (s, 3H). MS (ESI) 428 (M+H)*. Prepared from 3-(qumolin-2.ylmethoxymethyl). 
phenol (example 74a), 

Example 5 
25 . 

Methyl 2-methyl-6-rG>hydroxy-phenoxvVmethyn>benzoate 

To a solution of 3-hydroxy-phenol (1.5g, 13.6 ramol) in acetonitrile (50 mL) is added methyl 2- 
(bromomethyl)-6-methyl-benzoate (0.82g, 3.4 mmol, example 2) followed by K2CO3 (3.76g, 
272 mmoO- The resulting mixture is heated to 50 **C and stirred at this temperature for 90 min. 
30 then cooled, filtered and the filtrate concentrated under vacuum. The residue is purified by flash 
chromatogrs^hy (silica, 5% ethyl acetate in dichloromethane) to give the title compound as a 
white solid. MS (EI) 272 (M*). 
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Example 6 

Methyl 2-methvl-6-r3-f2-phenvl-oxazol-4-yLmethoxvVphenoxvmethYl'| >henynatP 
To a solution of 4-chloromethyl-2-phenyI-oxazole (lOOmg, 0.5 mmol, example 19) in DMF (Z 
5 mL) is added methyl 2-methyl-6-[(3-hydroxy-phenoxy)-methyl]-ben2oate (136 mg, 0.5 mmol, 
example 5) followed by K2CO3 (75 mg, 0.54 mmol). The resulting mixture is heated to 60 and 
stirred at this temperatim for S h. This mixture is then cooled to room tonperatiire, diluted with 
ether, washed with water and brine, dried over MgS04 and concentrated. The residue is purified 
by flash chromatognqjhy (silica, 20% ethyl acetate in hexanes) to give the title compound. MS 
10 (ESI)429(M+H)*. 

The following compounds are prepared using essentially the same procedure used in Example 6 
except using the cited alkyl halide m place of 4-chloromethyl-2-pheny 1-oxazole with either 
methyl (ethyl or isobutyl) 2-methyl-6-[(3-hydro:0^-phenoxy>-niethyl]-ben2oate (©cample 5). 

15 

Example 6a 

Methyl 2-methvl>6>r3-f2*phenyl-thiazol-4>ylmethoxyVphenoxymethvlVben2oate 

MS (ESI) 446 (M+H)*. Prepared fiom 4-chloromethyl-2-phenyI-thiazole (example 20), 

20 

Example 6b 

Methyl 2-r3-f3,5-dimethyl«isoxa2ol-4-ylmethoxy)-phenoxymethyn-6-methyl-ben2X>ate - 
MS (ESI) 382 (M+H)*. Prepared fiom 3,5-<iimethyl-isoxazol-4-ylmethyl chloride, 

25 

Example 6c 

Methyl 2-methvU6-r3-(5-phenyUri.2.41oxadiazol-3-yhnethoxyVphenoxymethylVben2oate 
MS (ESI) 43 1 (M+Hf. Prepared from 5-phenyl-[l,2,4]oxadia2ol-3.yhnethyl chloride. 

30 

Example 6d 



Methyl 2- r3-f2,SHiimethyl-ben2vIoxy)-phenoxymethylV6-methyl*benzoate 
MS (ESI) 391 (M+H)*. Prepared from 2,5-dimelhYl-benzvl chloride. 
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Example 6e 

Methyl 2-r3*f2,4-dichloro-benzYloxYVohenoxvinethyI1-6-methyl-ben2oate 
5 MS (ESI) 43 1 (M+H, Ch pattern)*. Prepared from 2,4-dichloro-ben2yl chloride. . 

Example 6f 

Methyl 2-r3-f 5*tert-butvl-ri .2,41oxadia2ol-3-ylmethoxy Vphenoxymethyn-6-methyI-benzoate 
10 MS (ESI) 41 1 (M+H)*. Prepared from 5-/err-.butyI-[l A4]oxadiazoI-3-yhnethyl chloride. 

Example 6g . 

Methyl 2-( 3-r3-(2,6-dichlorc)-phenylV5-methyl-isoxazol-4-yhnethoxy Vphenoxymethyl^ 
15 methyl-benzoate 

MS (ESI) 512 (M+H)*. Prepared frpm (3-(2,6-dicWoro-phenyl)-5-methyI-isoxazol^-yl)-methyl 
. chloride. 

Example 6h 

20 

Methyl 2-methyl-6-r3"C2.4,5-trimethyUbenzyloxy)-phenoxymethylVben2oate 
MS (ESI) 405 (M+H)*. Prepared from 2,4,5-trunethyl-benzyl chloride. 

Example 6i . . 

25 

Methyl 2-methyl-6-r3*(3«methyl>iiaphthalen'-2-ylmethoxyVphenoxymethylVben2oate 
MS (ESI) 427 (M+H)*. Prepared from (3-methyl-naphthalen-2-yl)-methyl bromide. 

Example 6J 

30 

Methyl 2-r3-fS'acetvI-2-methoxy-benzyloxyVpheiioxymethyl1-6-methyl-ben2oate 
MS (ESI) 435 (M+H)*. Prepared from 5-acetyl-2-methoxy-benzyl chloride. 



Example 6k 
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Methyl 2-f3-(6-fluoroqiiinolin-2«vImethoxv)phenoxvmethyl1-6-methvlben2oate 

MS (ESI) 432 (M+H)*. Prepared from 6-fluoroquinolm-2-ylmeihyI bromide (example 27b). 

S Example 61 

Methyl 2-f3-f4-/err-butylbenzyIoxy)phenoxymethylV6«methvlbenzoate 
MS (ESI) 419 (M+H)*. Prepared from 4.(/er/.butyl)beiizyl bromide. 

10 Example 6m 

Methyl 2-r3-(4-isoproDylben2yloxy)phenoxymethyn-6-methvlbenzoate 
MS (ESI) 405 (M+H>\ Prepared from 4-isopropylben2yl cWoride, 

.15 Example 6n 

Methyl 2-methy l-6-r3 ■( 3-phenoxyben2yloxy)ohenoxymethvnben2oate 
MS (ESI) 455 (M+H)*. Prepared from 3-phenoxybenzyl chloride. 

20 Exampl 6o ' 

Methyl 2*r3-f4-/er/-butvlcyciohexylmethoxy)phenoxymethyll«6-methylben2oate 

MS 425. (M+H)*. Prepared from 4./6r/.butylcyclohexylmethyl bromide (example 29a). 

2S Example 6p 

Methyl 2-methyl-6'r3'(quinoxalin-2'vlmethoxy)phenoxymethynbenzoate 

MS 415 (M+H)\ Prepared from quinoxalin-2-ylmethyl chloride (See CheTn Ber. 1987, 120, 

649-651). 

30 

Example 6q 



Methyl 2«methyl-6-r3-f2-methylbenzyloxy)phenoxymethyllben2oate 
MS 377 (M+H)*. Prepared from a-bromo-o-xylene. 
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Example 6r 

Methyl 2-niethvl^n-r2-fS-methvlthiophen-2-vlVoxa2ol-4- 
5 y Imethoxvlphenoxvmethvl ) benzoate 

MS (ESI) 450 (M+H)*. Prepared from 2-(5-methylthiophen-2-yl)oxa2ol-4-yimethyl chloride 
(example 19a). 

Example 6s 

10 

Methyl 2-r3 -(2-cvclohexyloxazol-4-ylmethoxy)phenoxvmethvl1-6-methvlben2oat^ 

MS (ESI) 436 (M+H)*. Prepared from 2-cyclohexyloxa2ol-4-ylmethyl chloride (example 19b). 

Example 6t 

15 ■ ■: ■ ■ ■ 

Methyl 2'(3>r2-Q -fluorophenvnoxa2ol^vlmethoxybhenoxvmethvl}-6-methY lbCTTn 

MS (ESI) 448 (M+H)*, Prepared fipm 2-(3-fluorophenyl)oxazol-4-yhnethyl chloride (example 

19c). 

20 Example 6u 

Methyl 2-( 3-r2-(4-fluQrophenyI>oxazol-4-yhnethoxy1phenbxymethyU-6-methvlben2oate 
MS (ESI) 448 (M+H)*. Prepared from 2-(4-fluorophenyl)oxa2ol-4-ybnethyl chloride (example 
19d). 

25 

Example 6y 

Ethyl 2-r3-(6-chloropyridin-2-ylmethoxy)phenoxymethyn«6-methylben2oate 
MS (ESI) 412, 414 (M+H)*, CI pattern. Prepared from 2-chloromethyl-6-chloropyridiiie 
30 (example 27c). 

Example 6w 

Ethyl 2-methvU 6-r3'f5-methyl-2-phenyloxa2ol-4-ylmethoxy)phenoxymethynben2oate 
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MS (ESI) 458 (M+H)*. Prepared from 4-chIoromethyI.5-methyI-2-phenyloxa2ole. 
Example 6x 

5 Methyl 2>( 3-ben2vloxv«phenoxvmethvlV6>methvl-ben2oate 
MS (EI) 362 (M)*. Prepared from benzyl bromide. 

Example 6y . 

10 Methyl 2-me thvl>643-fDvridin-2>vImethoxyVDhenoxvmethvl1-beii2oate 
Prepared from 2-chloromethyI-pyridine. 

Example 6z 

15 Methyl 2-r3 -(7>chlon)quinoIin-2'yhnethoxv)phenoxymethyl1-6-methylbeii2^ • 

MS (ESI) 447 (M+H)*, CI pattern. Prepared from 7-cmoroquinoIin-2-yImethyl bromide 
(example 46a). 

Example 6aa 

20 

Methyl 2-r3 «f6-methoxvquinoiin-2-ylmethoxy)phenoxvmethyIV6-methylben2oate 

MS (ESI) 443 (M+H)*. Prepared from 6-methoxyquinoIin-2-ylmethyI bromide (example 46b). 

Example 6ab 

25 

Ethyl 2-r3>f2,4-di isopropyN5>methyI-benzyloxyVphenoxymethyn-6-methyNbenzoate 

NMR (300 MHz, CDCI3) 5 7.14Xm, 6H), 6.62 (m, 3H), 5.10(s, 2H), 5.00 (s, 2H), 4.32 (m. 
2H), 3.20 (m, IH), 2.86 (m, IH), 2.40 (bs, 6H), 1.28 (m, 15H). MS (EI) 484 (M)*. Prepared 
from l-chloromethyl-2,4-diisopropyl-5-methyl-beiizene. 

30 

Example 6ac 

Ethyl 2«r3*f2.4-b is-trifluoromethyNbenzyloxyVphenoxvmethyn-6-methvl-benzoate 
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'H NMR (300 MHz, CDCb) 5 7.92 (m, 2H), 7.82 (m, IH), 7.30 (m, 2H), 7.18 (m, 2H), 6,57 (m, 
3H). 529 (s,2H), 5.10 (s,2H), 4.31 (q, 2H),2.39 (s, 3H), 1.29(t,3H).MS(EI)512(M)^ 
Prepared from 2,4-bis(trifluoromcthyl)benzyI bromide. 

5 Example 6ad 

Ethyl 2-r3-fl3iphenyI-4-vImethoxv)-phenoxvmethyIV6-methyl-benzoat^ 
*HNMR (300 MHz. CDCb) 5 7.60 (m, 4H), 7.40 (m, 7H), 7.18 (m, 2H), 6.58 (m, 3H), 5.09 (s, 
2H), 5.07 (s, 2H), 4.30 (q, 2H), 2.39 (s, 3 H), 1.28 (t, 3H). MS (EI) 452 (M)*. Prepared from 4- 
1 0 phenylbenzyl chloride. 

Example 6ae 

Ethyl 2-m ethyl-6-r3*f naphthalen* 1 'yImetfaoxy)-phenoxyinethy il-benzoate 
15 NMR'(300 MHz, CDCI3) 5 8.04 (m, IH), 7.88 (m, 2H), 7.52 (m, 4H), 724 (m, 4H), 6.67 (m, 
2H). 6J9 (m, IH), 5.46 (s, 2H), 5.10 (s, 2H), 4.30 (q, 2H), 239 (s, 3H), 128 (t, 3H), MS (EI) 
426 (M)*. Prepared from 1-chloromethyUnaphthalene, 

Example 6af 

20 

Methyl 2-r3 ^S-ethvl-pvridin-2«yhnethoxyVphenoxymethylV6-mctbyUben2oate 

^HNMR(300 MHz, CDCI3) 5 8.44 (bs, IH), 7.54 (dd, IH), 7.42 (d, IH), 7.32 (m, 2H), 7.17 (m, 

' 2H), 6.58 (m, 2H), 5.15 (s, 2H), 5.08 (s, 2H), 3,82 (s, 3H), 2,67 (q, 2H), 238 (s, 3H), 126 (t, 

3H). MS(ESI)392(M+H)*. Prepared from 5-ethyl-2<hloromethyI pyridine (example 68). 
25 

Example 6ag 

Methyl 2-r3 -f4-ethyl-benzyloxyVphenoxymethyl1-6-methyl-bgnzoate 
'H NMR (300 MHz, CDCI3) 5 728 (m, 8H), 6.58 (m, 3H), 5.08 (d, 2H). 5.00 (d, 2H), 3.81 (d, 
30 3H), 2.68.(m, 2H), 238 (s, 3H), 1 24 (m, 3H). MS (EI) 390 (M)*. Prepared from 1- 
chioromethyI-4-ethyl-benzene. 



Example 6ah 
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Methvl 2''r3-f3-bromoybenzvloxvVphenoxvmethyl1-6-methyl'>ben2oate 
'H NMR (300 MHz. CDCI3) 5 7.58 (s, IH), 7.44 (d, IH), 7.25 (m, 6H), 6.57 (m, 3H), 5.08 (s. 
2H), 5.00 (s, 2H), 3.81 (s, 3H), 2.38 (s, 3H). MS (EI) 440 (M)*. Prepared from S-bromobenzyl 
5 bromide. 

Example 6ai . 

Ethvl*2-methvl"6«r3*fqiunolin''2-vlmethoxvVphenvlethvnvn-ben2oate 
10 The title compound is prepared using essentially the same procedure used in Example 6 except 
using ethyl 2-(3-hydroxy-phenylethynyl)-6-methyl-benzoate (example 15c) in place of methyl 2- 
methyl-6-[(3-hydroxy-phenoxy)-methyl]-ben2oate and 2-chioromethylquinoline in place of 4- 
chloromethyl-2-phenyl-oxa2ole. MS (ESI).422 (M+H)*. 

15 Example 6aj 

Methvl 2-mefcvl-6-r3-f5-phenvlpvridih-2-ylmethoxy)phendxvmetfavlTbe 

MS(ESI) 440 (M+H)*. Prepared from 5-phenylpyridin.2-ylmethyl chloride (example 27g). 

20 Example 6ak 

Methyl 2*r3-f2«chloro«benzyloxvVphehoxymethyn-6-m^thyl-ben2oate 
'H NMR (300MHz, CDCI3) 5 7.55 (m. IH), 7:40 (m, IH), 7.30 (m, 4H), 720 (m, 2H), 6.60 (m, 
3H), 5.14 (s, 2H), 5.09 (s, 2H), 3.82 (s, 3H), 2.38 (s, 3H). MS (EI) 396 (M*.), CI pattern. 
25 Prepared from 2-cfalorobenzyl chloride. 

Example 6al 

Methyl 2-r3-f4>chloro-benzvloxyVphenoxvmethyn-6-niethyl-benzoate 
30 ^HNMR (300MHz, CDCI3) 5 7.32 (ra, 6H), 7,18 (m, 2H), 6.56 (m, 3H), 5.08 (s, 2H), 5.00 (s, 
2H), 3.81 (s, 3H), 2.38 (s, 3H). MS (EI) 396 (M*.). CI pattern. Prepared from 4^hlorobenzyl 
chloride. 
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Example 6ain 

2-Methvl-6-r3-f3-methvlH3uinoxalin-2-v!methoxvVphenoxvmethylVbenzoicacid 
MS (ESI) 429 (M+H)*. Prepared from 2-methyl-3-chloromethylquinoxaline (See Chem. Ber. 1987, HO, 
5 649), 

Example 6an 

2*Methvl-6-r3-(naDhdialcn»2»ylmethoxvVphenoxymethvn-ben2oic acid methyl ester 
10 MS (EI) 412 (M"). 

Example 7 

• . f • • 

15 2-Methyl"6-r3'(quinolin-2*ylmethoxyVphenoxvmethyn-beDzoic acid 

A solution of methyl 2-methyl-6-[3-(qiiinoIin-2-yImethoxy)-phenoxymethyl]-ben2oate (1 .6 g, 
3.8 mmol, example 4) in ethanol (25 mL) is heated with a ION sodium hydroxide solution (4.0 
mL, 40 mmol) at 70 for 14 h. The reaction is cooled, neutralized with a 2N HCl-solution (20 . 
mL) and concentrated to remove the ethanol. Ethyl acetate is added and washed with water. The 

20 aqueous layer is saturated with sodium chloride and back extracted with ethyl acetate. The 

organic layers are combined, dried over magnesium sulfate, filtered and concentrated to yield a 
crude solid. The solid is purified by colunm chromatography (sUica, 5 to 10% methanol in 
dichloromethane) to provide the title compound. An analytically pure sample is prepared by 
recystallizationfix)m methanol: m.p. 167-168 "C, *.H NMR (300 MHz, CDCI3) 5.15 (d,2H), 

25 7.80 (d, IH), 7.71 (t, IH), 7.61-7.51 (m, 2H), 7.26-7.10 (m, 3H), 7,00 (t. IH), 6.66 (s, IH), 6.52 
(d, IH), 6.46 (d, IH), 526 (s, 2H), 5.15 (s, 2H), 2.44 (s, 3H); MS (ESI) 400 (M+H)*. 

An alternate set of conditions that can be used for the hydrolysis of a benzoate ester is to heat a 
0.1 M solution of the ester in THF/methanol (1:1) with 10 equivalents of a sodium hydroxide 
30 solution (10 N) at 60 °C for 3 h or until starting material disappears, as monitered by TLC 
analysis. 
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The following comptiunds are prepared using essentially the same procedure used in example 7 
except using the cited ester in place of methyl 2-methyl-6-[3-(quinolin-2-ylmethoxy)- 
phenoxymethyl]-ben2oate. 

Example 7a 

2-Methvl-6-f3^2-quinolin-2 -vl.vinvl'>-phenoxvmetfavn-benzoicacid 

'HNMR.(300 MHz, DMSO) d 8.87 (bd, IH), 8.14-8.36 (m. 4H), 8.00 (t, IH), 7.81 (d, IH). 7.71 
(m, IH), 7J4-7.48 (m, 5H), 729 (bd, IH), 7.08 (m, IH), 522 (s, 2H), 2.35 (s, 3H). MS (ESI) 
396 (M+H)*. Prqared from methyl {2-methyl-6-[3-(2-quinoUn-2-yl-vinyl>.phenoxymethyl]- 
benzoate (example 4a). . 

Example 7b 

2-Methyl-^{3-r2-(pvridin-2- vloxvVethoxv1-phendxvmethvn-b^ arid 
'HNMR(300MHz,DMSO)d 8.17 (d, 1H),7.71 (m. IH), 722 (d, IH). 7.04-7.19 (m, 3H). 6.99 
(dd, IH), 6.86 (d, IH). 6.55 (m, 3H), 5,13 (s, 2H), 4.53 (bs. 2H), 428 (bs, 2H). 225 (bs, 3H). MS 
(ESI) 380 (M+H)*. Prepared from methyl (2-methyI.6-{3-[2.(pyiidia-2-yIoxy)-ethoxy]- 
phenoxymethyl}>ben2oate (example 4b). 

Example 7c 

2-(3-rfBen2nxa7nl-2-vl-metfivl-aminoV methvl1-ohmoxvme&vn-6-methvl-ben2Pic acid 
'HNMR (300 MHz, CDCI3) 5 727 (bd, IH), 7.07.7J (m, 5H), 7.03 (t, IH), 6.80 (m. 3H). 5.10 
(bs, 2H). 4.61 (bs, 2H), 3.03 (s, 3H), 2.38 (bs. 3H). MS (ESI) 403 (M+H)*. Prepared from . 

methyl 2-{3-[(benzoxazol-2-yl-methyl-amino)-methyl]-phenoxymethyI} -6-methyl-benzoate 
(example 4c). 

Example 7d 

2-Methvl-6-n-rfmethvl-au inolin-2-vl-aminoVmethvn-phenoxvmethvn-ben2oicacid 

'H NMR (300 MHz, CDCI3) 5 8.09 (d, IH), 7.74 (d, IH), 7.50 (m, 3H), 720 (m, 4H), 6.85 (m. 

3H), 6.65 (d, IH), 5.20 (s, 2H). 4.75 (s. 2H), 329 (s, 3H), 2.05 (s, 3H). MS (ESI) 413 (M+H)*. 
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Prepared from methyl 2-me%l-6-{3-[(methyI-quinolin-2-yl-amino)-methyl]-phenoxymethyl}- 
benzoate (example 4d). 

Example 7e 

5 

2-Methvl-6 -r3-f2-phenvl-oxa2ol-4-vImethoxv)-Dhenoxvmethyn-benzoicacid 

'H NMR (300 MHz, DMSO) d 8.30 (s, IH), 8.00 (m, 2H), 7.55 (m. 3H). 7.30 (m. 2H), 7.22 (m, 

2H), 6.66 (m, 2H), 6.60 (d, IH). 5.10 (s, 2H), 5.06 (s, 2H), 2.34 (s, 3H). MS (ESI) 416 (M+H)*. 

Prepared from methyl 2-methyI-6-[3-(2-phenyl-oxazol-4-ylmethoxy)-phenoxymethyl]-beiizoate 
10 (example 6). 

Example 7f 

2-Methvl-6-r3-f2-phenvl-t hia2ol-4-vlmethoxvVDhenoxvmethvn-ben2oicacid ,. 
15 'H NMR (300 MHz, CDClj) 5 7.95 (m. 2H), 7.43 (m, 3H), 7.32 (m, 2H), 724 (d, IB), 720 (m. 
IH), 7.14 (t, IH), 6.66 (m, IH), 6.56 (m, IH), 520 (s, 2H), 5.15 (s, 2H), 2.41 (s, 3H). MS (ESI) 
432 (M+H)*. Prepared fix)m methyl 2-methyI-6-[3-(2-phenyl-thia2ol-4-yhnethoxy)- 
. phenoxymethyl]-b.enzoate (example 6a). 

20 Example 7g- 

2-r3-f3.5-Di methvl-isoxazoI-4-vlmethoxv)-phenoxvmethvn-6-methvl-ben2oIcacid 

'H NMR (300 MHz, CDCI3) 5 7.34 (m. 2H), 720 (m, IH), 7.15 (t, IH). 6.56 (m, 3H), 5.19 (s, 

2H), 4.71 (s, 2H), 2.43 (s, 3H). 2.34 (s. 3H). 222 (s, 3H). MS (ESI) 368 (M+H)*. Prepared from 

25 methyl 2-[3-(3,5-dimethyl-isoxazoI-4-yImethoxy)-phenoxymethyl]-6-methyl-benzoate (example 
6b). 

Example 7h 



30 2-Methvl-6-r3-fS-phenvl-f l.2.41oxadiazoU3-vhnethoxv>-phenoxvmethvn-ben2oicacid 

•H NMR (300 MHz, CDCI3) 58. 1 5 (m, 2H), 7.59 (m, IH). 7.50 (m, 2H), 7 J3 (m, 2H). 720 (m, 
IH), 7.14 (t. IH), 6.70 (m. IH), 6.61 (m, 2H), 5.19 (s, 2H). 2.44 (s, 3H). MS (ESI) 417 (M+H)*. 
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Prepared from methyl 2-methyl-6-[3-(5-phenyl-[l^,4]oxadia2oI-3-ylmethoxy)-phenoxymethy^ 
benzoate (example 6c). 

Example 7i 

5 

2-r3-f2J-Dimethvl-ben2ylbxvVphenoxvmethvl1-6-methvl'benzoicacid 
'HNMR(300 MHz, CDCI3) 5 7.35 (m, 2H), 7.13-7.24 (m, 3H), 7.09 (d, IH), 7,04 (d, IH), 6.60 
(m, 3H), 5.17 (s, 2H), 4.90 (s, 2H), 2.44 (s, 3H), 230 (s, 3H), 2.26 (s, 3H). 
MS (ESI) 375 (M-H)'. Prepared from methyl 2-[3-(2,5^methyI-benzyloxy)-phenoxymethyI]-6- 
10 methyl-benzoate (example 6d). 

Example 7j 

2-r3-f2.4-Di chlor(>-benzvloxvVphenoxymetfavl1-6-metfavl'ben2^ acid 
15 NMR (300 MHz, CDCI3) 5 7.40 (m, 2H), 7.34 (m, 2H), 724 (m, 2H), 7.17 (t, IH), 6.59 (m, 
3H),5.19(s,2H),5.03(s,2H),2.45(s,3H). MS (ESI)415(M-H,Cl2 pattern)-. Preparedftom 
methyl 2-{3-(2,4-dicUoro-benzyloxy)-phenoxymethyI]-6-methyl-benzoate (example 6e). 

Example 7k 

20 

. 2>^-(5-fer^B^ty^^l2.4l6xa diazol^3-vlmethoxvVphenoxvme^^ 
*H NMR (300 MHz, CDCI3) 5 7.32 (m, 2H), 7.19 (m, IH), 7.15 (t, IH). 6.66 (d, IH), 6.60 (d, 
IH), 6.59 (d, IH), 5.17 (s, 2H), 5.10 (s, 2H), 1.45 (s, 9H). MS (ESI) 395 (M-H)". Prepared from 
methyl 2-[3-(5-tert-butyl-[l,2,4]oxadiazolO-yhnethoxy)-phenoxymethyl]-.6-met^^^ ^ 
25 (example 6f). 

Example 71 

2-f343-f2.6-Dic falon)-phenvlV5-methvl-isoxazoI-4-ylmethoxv1*phenoxmethvl>-^ 
30 benzoic acid 

'H NMR (300 MHz, CDCI3) 5 7.24-7.41 (m, 5H), 7.21 (m, 1H;l 7.08 (t, IH), 6.53 (m, IH), 6.40 
(m, 2H). 5.1 1 (s, 2H). 4.65 (s, 2H), 2.48 (s, 3H), 2.41 (s, 3H). MS (ESI) 496 (M-H)". Prepared 
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from methyl 2-{3-[3-(2,6-dichloro-phenyl)-5-methyl-isoxa2ol-4-ylmethoxy]-phenoxymet^^^ 
methyl-benzoate (example 6g). 

Example 7m 

5 

2-Methvl*6>r3-f2AS«trimethYl-benzvloxvVDhenoxvmethvlVben2oicad^ 
'H NMR (300 MHz, CDCI3) 5 7.35 (m, 2H), 7.20 (m. IH), 7.15 (t, IH), 7.10 (s, IH). 6.97 (s. 
IH), 6.60 (m, 3H), 5.16 (s, 2H), 4.87 (s, 2H), 2,42 (s, 3H), 2,25 (s, 3H), 221 (s, 3H), 220 (s, 
3H), MS (ESI) 389 (M-H)'. Prepared from methyl 2-methyl-^[3-(2,4,5-trimethyl-ben2yloxy)- 
1 0 phenoxyraethylj-benzoate (example 6h). 

Example 7n 

2'Methvl-6"r3-(3*methyl-naphthalen-2-vlmethoxvVDhenoxmet6vlV 
15 *H NMR (300 MHz. CDCb) 5 7,77 (m, 3H), 7.64 (s, IH). 7.41 (m. 2H), 733 (m. 2H), 7.19 (m, 
2H), 6.61 (m, 3H), 5,17 (s, 2H). 5.09 (s, 2H), 2.47 (s, 3H), 2,43 (s, 3H), 
MS(ESI)411.(M-H)\ Prepared from methyl 2-methyl-6-[3-(3-methyl-naphthalen-2- 
ylmethoxy)-phenoxymethyl]-ben2oate(example 6i). 

20 Example 7o 

2«D-f5*Acetyl-2-methoxv-'benzyloxyVphenoxvmethvll-6-methvl-benzoic acid 
'H NMR (300 MHz. CDCI3) 5 8.05 (bs. IH). 7.93 (bd, IH), 7.33 (m, 2H), 720 (m. IH), 7.13 (t, 
IH), 6.91 (d, IH), 6.60 (m, 3H), 5.16 (s. 2H), 5.03 (s, 2H), 3.89 (s,.3H). 2.53 (s, 3H), 2.43 (s, 
25 3H). MS (ESI) 419 (M-H)\ Prepared fix)m methyl 2-[3-(5-acetyl-2-methoxy-benzyloxy)- 
phenoxymethyl]-6-methyl-benzoate (example 6j). 

Example 7p 

30 2-r3-f6-Fluoroquinolin-2-vlmethoxv)phenoxvmethvl1-6-methYlben2oic arid 

m.p. 153-154 **C. ^H NMR (300 MHz, CDCI3): 5 8.12 (m, 2H), 7.61 (d, IH). 7.4J.(m. 2H). 7.28 
(m, 2H), 7.17 (m, IH), 7.05 (m, IH). 6.66 (s, IH), 6.51 (m, 2H), 5.26 (s. 2H), 5.14 (s, 2H), 2.45 
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(s, 3H). MS (ESI) 418 (M+H)*. Prepared from methyl 2-[3-(6-fluoroquinolm-2. 
ylmethoxy)phenoxymethyl]-6-methylbcn2oate (example 6k). 

Example 7q 

5 

2-r3-f4-fgrr- Butvlbenzvloxy)DhenoxYmethvn-6-methvlbenzoicacid 

m.p. 122-123 "C. 'HNMR(300 MHz, CDCI3): 5 7.41-728 (m, 5H), 723-7.12 (m, 3H), 6.61- 
6.55 (m,.3H), 5.16 (s, 2H), 4.95 (s, 2H). 2.45 (s, 3H), 1 J2 (s, 9H). MS (ESI) 405 (M+H)*. 

Prepared from methyl 2.[3-(4-/er/-butyiben2yloxy)phenoxymethyl]-6-methyIbenzoate (example 
10 61). 

Exanq)le7r 

2-r3-f4-IsoDropv!benzvlo xv)phenoxvmethvn-6-methvlbenzoicacid 

15 m.p. 132-133 "C. 'H NMR (300 MHz, CDCI3): 5 7.35 (m, 5H), 722 (m, 2H), 7.17 (m, IH), 

6 J8 (m, 3H), 5.15 (s, 2H), 4.97 (s, 2H), 2.92 (m. IH), 2.46 (s, 3H), 1 25 (d. 6H). MS (ESI) 391 

(M.+Kf. Prepaiai from methyl 2-[3-(4-isopropyIben^ioxy)phenoxymethyl]-6-methylben2oate 
(example 6m). 

20 Example 7s. 

2-Medivl-6-r3-f3-phenQX Ybenzvloxv')DhenoxvmeAvnben2oicacid 

'H NMR (300 MHz, CDCI3): 8 7J1 (m, 5H), 7.15 (m. IH), 7.12-6.98 (m. 6H), 6.93 (m, IH), 
6.54 (m, 3H). 5.13 (s, 2H). 4.94 (s, 2H). 2.43 (s, 3H). MS (ESI) 44.1 (M+H)* Prepared from 
25 methyl 2-methyl-6-[3-(3-phenoxyben^loxy)phenoxymethyl]bcnzoate (example 6n). 

Example 7t 

2-r3-f4-/err-Butylcvclohe xvhnethoxvbhenoxvmethvn-6-methvlbep2oicacid 
30 'HNMR (300 MHz, CDCI3): 6 7.34 (m. 2H), 721 (m, IH), 7.12 (m, IH), 6.50 (m, 3H), 5.16 (s, 
2H). 3.67 (d, 2H), 2.45 (s, 3H), 1.92-1.75 (m, 4H), 1.64 (m, 2H), 0.98 (m. 4H), 0.84 (s, 9H). MS 
41 1 (M+H)*. Prepared from methyl 2-[3-(4-rer/-butyIcyclohexylmethoxy)phenoxymethyl]-6- 
methylbenzoate (example 60). 
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Example 7u * 

2*Methvl-6-r3-fquinoxdm-2-ylmethoxv)phenoxymethyI1ben2oic acid 
5 m.p. 57-60 ^'C. *H NMR (300 MHz. CDCI3): 5 8.96 (s, IH). 8.08 (m, 2H), 7.74 (m, 2H), 724 
(m, 2H), 7.12 (m, IH), 7.00 (m, IH), 6.64 (s, IH), 6.49 (m, 2H), 5.24.(s, 2H), 5.14 (s, 2H), 2J9 
(s,3H). MS 401 (M+H)*, Prepared fix>m methyl 2-methyl-6-[3-(quiixoxalin-2- 
ylmethoxy)phenoxymethyl]benzoate (example 6p). . 

10 Example 7v 

2-Methvl-6«r3-(2-metfavlbenzyloxy)phenoxymethvnbenzoic acid . 
*HNMR(300MHz,CDCl3): 5 735 (m,3H), 7.20 (m,5H), 6.59 (m,3H), 5.17 (s,^^ . 
2H), 2.44 (s, 3H). 2.32 (s, 3H). MS(APcI) 385 (M+H+Na)*. Prepared from methyl 2.methyl-6- 
15 [3-^-metiiylben2yloxy)-phenoxymethyl3beiizoate (example 6q). 

Example 7w 

2-Methvl-6-(3-l2«f5-methvlthiophen-2'yl><>xazol-4-vlmethoxv1phenoxymethyUb 
20 m.p. 129-130 ^C. *H NMR (300 MHz. CDCI3): 6 7.54 (s, IH), 7.48 (d, IH), 727 (m, 2H), 7.1 1 
(m. 2H), 6.74 (m,.lH), 6.66 (s, IH). 6.53 (m, 2H), 5.12 (s, 2H), 4.95 (s, 2H), 2.51 (s, 3H), 239 
(s, 3H). MS (ESI) 436 (M+H)*. Prepared from methyl 2-methyl-6-{3-[2-(5-raethyIthiophen-2- 
yl)-oxazol-4-yImethoxylphenoxymethyl}benzoate (example 6r). 

25 . Example 7x 

2-f3-(2-C)vclohexvloxa2ol-4-yImethoxv)phenoxymethvn-6-methylbenzoicacid 
m.p.l58-159X. *HNMR(300MHz.CDCl3): 5 7.57 (s, IH), 730 (m, 2H), 720 (m, IH), 7.12 
(m, IH), 6.72 (m, IH), 6,53 (m, 2H), 5.13 (s, 2H), 4.95 (s, 2H), 2.84 (m, IH), 2:45 (s, 3H). 2,06 
30 . (m, 2H). 1.81 (m, 2H), 1.73-120 (m, 6H). Prepared from methyl 2-[3.(2<yclohexyloxazol-4. 
yhnethoxy)-phenoxymethyl]r6-methylbenzoate 6s). 

Example 7y • . . 



y/O 00/64876 



PCTAJSOO/11490 



108 

2-(3'r2-f3-F luoroDhenvltoxa2ol-4-vlmethoxvlDhenoxvmethvlM-methvl^ 
m.p. 152-154 «C. *H NMR (300 MHz, 5:1 CDCI3: CD3OD): 5 7.84 (d, IH), 7,80 (s, IH), 7.74 
(d. IH), 7.46 (m, IH), 7.31 (m, 2H), 7.19 (m, 3H), 6.64 (m, 3H), 5.17 (s, 2H), 5.04 (s, 2H), 2.44 
5 (s, 3H). MS (ESI) 434 (M+Hf. Prepared from methyl 2-{3-[2-(3-fluorophenyl)oxa2oI-4- 
ylmethoxy]pheiioxymethyl}-6-methyIben2oate (example 6t). 

Example 7z 

10 2-(3-r2-f4- FluoroDhenvl)oxa2ol-4-vlmethoxvlphenoxymethvU-6"methvlbei^^ acid 

m.p. 159-160 NMR (300 MHz, CDCI3): 5 8.03 (m, 2H), 7.70 (s, IH), 732 (d, 2H), 7.16 
(m, 3H), 6.93 (m, IH), 6.69 (m, IH), 6.55 (m, 2H), 5.16 (s, 2H), 5.03 (s, 2H), 2.44 (s, 3H). MS 
(ESI) 434 (M+H)*. Prepared from methyl 2-{3-[2-(4-fluoropheayl)oxazol-4- 
ylmethoxy]phenoxymethyr}-6-methyIbenzoate (example 6u). 

15 

Example 7aa 

2-r3-f 6-Chl oropvridin-2-ylmethoxv)phenoxvmetfavl1-6-methyl^ acid . 
. m.p. 97-98 »C. 'HNMR (300 MHz, 5:1 CDCl3:CD30D): 5 7.73 (m, IH), 7.47 (m, IH), 7.28 
20 (m, 3H), 7.16 (m, 2H), 6,60 (m, 3H), 5.16 (s, 2H), 5.12 (s, 2H), 2.42 (s, 3H). MS (ESI) 384, 386 
(M+H)* CI pattern. Prepared from ethyl 2-[3-(6-chIoropyridin-2-ylmethoxy)phenoxymethyl]-6- 
methylbenzoaie (example 6v). 

£xan9ie7ab 

25 

2-Methvl-6 -r3-f5-methvl-2-phenvloxazol-4-vlmethoxy)phenoxvmethyI1benzoicacid 
m.p. 144-145 'HNMR(300 MHz, 3:1 CDCbiCDaOD): 5 7.99 (m, 2H), 7.42 (m, 3H), 730 
(m, 2H), 7.19 (m, 2H), 6.63 (m, 3H), 5.17 (s, 2H), 4.95 (s, 2H3, 2.45 (s, 3H), 2.43 (s, 3H). MS 
(ESI) 430 (M+H)*. Prepared from ethyl 2-methyl-6-[3-(5-methyl-2-phenyloxazol-4-ylmethoxy)- 
30 phenoxymethyl]benzoate (example 6w). 



Example 7ac 
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2-G-Ben2vIoxv-phendxvmethyl)-6-niethyl-ben2oic acid 

'H NMR (300 MHz, CD3OD) d 7.40-7.19 (m. 8H), 7.14 (t. IH). 6.61-6.51 (m, 3H), 5.07 (s. 2H), 
5.03 (s, 2H), 2.40 (s, 3H); MS (EI) 348 (M)*. Prepared from methyl 2-(3-benzyIoxy- 
phenoxymethyI)-6-methyl-benzo_ate (example 6x). 

5 

Example 7ad 

2-Methvl-6-f3-('pvridin-2-vlmetfaoxv)-phenoxvmethvn-ben2oic acid 

'H NMR (300 MHz, CD3OD) d 8.53 (d, IH), 7.87 (t, IH), 7.60 (d, IH), 737-7.13 (m. 5H), 6.64- 
10 6.59 (m, 3H). 5.15 (d, 4H), 2.40 (s, 3H); MS (ESI) 350 (M+H)*. Prepared from methyl 2- 
mcthyl-6-[3-(pyiidin-2-ylmethoxy)-pheno:tymethyI]-benzoate(exsimple6y). 

Example 7ae 

15 2-f3-(7-ChloroQuinolin-2-ylmethoxv)phenoxymethyl1-6-methvl-benzoicacid 

m.p. 188-193 "C; 'H NMR (300 MHz, DMSO-de) d 8.47 (d, IH). 8.09 (s, IH), 8.08 (d, IH), 
7.69 (dd, 2H), 7.29^7.14 (m, 4H), 6.68-6.56 (m, 3H), 5.34 (s, 2H), 5.10 (s, 2H), 2J1 (s, 3H); MS 
(ESO 434, 436 (M+H;C1)^ Prepared from methyl 2-[3-(7-chloroquinolm.2- . 
ylmetiibxy)phenoxymethyl]-6-methylbeiizoate (example .4bc). 

20 

Example 7af 

2-r3-(6-Methoxyquinolin-2-ylmethoxy)phenoxvmethvn-6-methylbenzoicacid 
m.p. 176-179 "O, 'H NMR (300 MHz, DMSO-d«) d 8.29 (d, lH)i 7.91 (d, IH), 7.60 (d, IH), 
25 7.42-7.39 (m. 2H), 7.28-7.14 (m, 4H), 6.67-6.55 (ra, 3H), 5.27 (s, 2H). 5.09 (s, 2H), 3.90 (s, 3H), 
2J 1 (s, 3H); MS (ESI) 430 (M+H)*. Prepared from methyl 2-P-(6-methoxyquinolin-2- . . 
ylmethoxy)phenoxymethyl]-6-methylbenzoate (example 6aa). 

Example 7ag 

30 

2-Methvl-6-f3-fquinoUn-2-yloxvmethyl)-phenoxvmethvn-ben2oicacid , . 
, m-p. 68-72 'C; 'H NMR (300 MHz, DMS0-d6) d 8.25 (d, IH), 7.88 (d, IH), 7.78 (d. IH), 7.67 
(dd, IH), 7.43 (dd, IH), 7.30-7.05 (m, 7H), 6.89 (d, IH), 5.45 (s, 2H), 5.11 (s, 2H), 2J0 (s, 3H); 
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MS (ESI) 400 (M+H)*. Prepared ftom isobutyl 2-methyI-6-[3-(qumolin-2-yIoxymethyI)- 
phenoxymethyl]-benzoate (example 4e). 

Example 7ah 

5 

. 2-methvl-6-f3-fauinolin-7-Y lmethoxvV^enzvloxvmethvn-benzoic Add 

m.p. 39^5 »C: 'H NMR (300 MHz, CDCI3) 68.44 (d, IH), 8.26 (d. IH), 7.85-7.75 (m, 3H), 
7.59 (dd, IH), 7.38 (s, IH);723 (obs, 2H), 7.15-7.10 (m, 2H), 6.88 (dd, IH), 6.71 (d, IH), 5^59 
is, 2H). 4.67 (s, 2H), 4.44 (s. 2H), 2.64 (s, 3H); MS (ESI) 414 (M+H)*. Prepared from methyl 
10 2.methyl-6-[3-(quinolin-2-ylmethoxy)-ben2yloxymethyl]-benzoaie (example 53). 

Example 7ai r ^ 

2- r3-(Ouino lip-2-vlmethoxy)-benzyIoxv1-benzoic acid 

15 m.p. 149-154 °C; 'H NMR (300 MHz, CDCI3) 5 8.19 (d, IH), 8.15 (dd, IH), 8.1 1 (d, IH). 7.83 
. (dd, IH). 7.77-7.71 (m, IH), 7.66 (d, IH). 7.58-7.53 (m, IH), 7.52-7.46 (m. IH), 7 J3. (t, IH). 
7.18-7.17 (m, IH), 7.1 1 (t. IH). 7.07-7.00 (m, 3H). 5.41 (s. 2H), 524 (s. 2H); MS (ESI) 386 
(M+H)*. Prepared from methyl 2-[3-(qumolin-2-yhnethoxy)-bea2yloxy]-ben2oate (example 60). 

20 Example 7aj 

3- Methoxv-2-r3-fQuinolin. 2^vlmethoxvVben2vloxvl-ben2oic acid 

'H NMR (300 MHz. CDCI3) 88.20 (d, IH), 8.10 (d, IH), 7.84 (d, IH). 7.74 (t, IH), 7.69-7.65 (m. 
21^, 7.56 (t, IH). 7.30 (t. IH). 720-7.12 (m, 3H). 7.02 (d, IH). 5.41 (s. 2H). 522 (s. 2H), 3.93 
25 (s, 3H): MS (ESI) 416 (M+H)*. Prepared from methyl 3.methoxy'.2-[3-(quiiiolin-2-yhnethoxy)- 
benzyloxy]-benzoate (example 60a). 

Example 7ak 

^MethoxY-2-r3-(quinoIin-2-vI methoxvVbenzvloxv1-beii^oicacid 

m.p. 1 17-1 18 »C; 'H NMR.(300 MHz, CDCI3) 58.20 (d, IH), 8. 14 (d, IH). 8.09 (4 IH). 7.83 
(d, IH), 7.74 (ddd, IH), 7.65 (d, IH), 7.56 (ddd. IH), 7.34 <t. IH), 7.14-7.13 (m, IH), 7.06-7.01 
(m, 2H). 6.64 (dd. IH). 6.56 (d, IH), 5.41 (s. 2H). 521 (s, 2H). 3.84 (s, 3H); MS (ESI) 416 
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(M+H)*. Prepared from methyl 4-raethoxy-2-[3-(quinolin-2-yImethoxy)-benzyloxy]-benzoate 
(example 60b). 

Example 7al 

'5 . 

5-Methoxv-2 -r3-f ouinolm-2-YlmethoxvVbenzvloxv1-benzoic acid 

m.p. 248-249 »C; 'H NMR (300 MHz, DMSO-d«) d 8.40 (d, IH), 8.01 (t. 2H); 7.78 (t, IH), 
7.68 (d, IH), 7.61 (t, IH), 728-7.21 (m, 2H)i 7.04 (d,-lH), 6.94 (dd, IH), 6.78-6.71 (m, 2H), 
6J6 (dd, IH), 5JJ6 (s, 2H), 4.98 (s, 2H), 3.64 (s, 3H); MS (ESI) 416 (M+H)*. Prepared from 
1 0 methyl 5-methoxy-2-[3-(quinolin-2-yimethoxy)-ben2yloxy]-benzoate (example 60c). 

Example 7am 

2-Methoxv-6 -r3-(ouinolin-2-vlmethoxvVbenzyloxv1-beiizoicacid 
15 m.p. 149-152 'C; 'H NMR (300 MHz, CDCI3) 8834 (d, IH), 8.16 (d, IH). 7.80 (d, IH). 7.75 
(ddd, IH), 7.69 (d, IH), 7.55 (t, IH), 7.40 (s, IH), 727 (t. IH), 7.18 (t, IH), 6.91-87 (m, 2H), 
6.60 (d, 2H), 5.45 (s, 2H), 5.08 (s, 2H), 3.89 (s, 3H); MS (ESI) 416 (M+H)*. Prepared from 
methyl 2-methoxy-6-P-(qiiinolin-2-ylmethoxy)-benzyIoxy]-benzoate (example 60dO- 

20 Example 7an 

2-Methvl-6 -r3-f Quinolin-2-vlmethoxy)-b«izvt6xy1-benzoic acid 

m.p.154-156 "C. 'H NMR (300 MHz, CD3OD) d 8.37 (d, IH), 8.05 (d, IH). 7.95-(d. IH), 7.81- 
7.71 (m, 2H), 7.63-7.59. (t, IH), 7 J 1-7.15 (m, 3H), 7.06-6.97 (m, 2H), 6.87 (d, IH). 6.82 (d, IH), 
25 535 (s2H), 5.12 (s, 2H), 2.31 (s. 3H);.MS (ESI) 400 (M+H)*. Prepared from ethyl-2-methyl-6- 
[3-(quinoIin-2-ylmethoxy)-ben^loxy]-benzoate (example 60e). 

Example 7ap 

30 5-D-(Ouinoli n-2-vlmethoxvVbenzvloxvl-nicotinicacid 

'H NMR (300 MHz. CDCI3) 58.90 (s, IH), 8.52 (s. IH), 8.19 (d. IH). 8.12 (d, lH)..7.87-7.70 (m. 
4H), 7.55 (t, IH). 7.30 (t, IH), 7.13 (s. IH), 7.01 (t. 2H), 5.44 (s, 2H), 5.10 (s, 2H); MS (ESI) 
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387 (M+H)* Prepared from methyl 5-[3-(qumolin-2-yUnethoxy>benzyIoxy]-nicotinate 
(example 62). 

Example 7ap 

'5 ■ ' . ^ . • 

2-r3-^2,4-D iisopropvl-5-methv^benzvIoxyVphenoxymethvn-6-methvl-be acid 

NMR (300 MHz, CDC^.S 7.35 (nx, 2H); 7.08 (m, 4H); 6.60 (m, 3H); 5.1 8 (s, 2H); 4,98 (s, 
2H); 3.19 (m, IH); 2.86 (m, IH); 2.44 (s, 3H); 2.35 (s, 3H); 1.22 (m, 12H). MS (EI) 484 (M)*. 
Prepared fcom ethyl 2-[3-(2,4-diisopropyl-5-methyl-benzyloxy)-phenoxymethyl]-6-methyl- 

10 benzoate (example 6ab). 

Example 7aq 

2'r3-(2.4-B is-trifiuoromethvI'beiizvloxvVphenoxymethvl1>6-methvl-be^ 

15 *H NMR (300 MHz, CDCI3) 5 7.91 (s, IH), 7.80 (m, 2H), 7.33 (d, 2H), 7.18 (m, 2H), 6.60 (m, 

2H), 6.52 (dd, IH), 5.24 (s, 2PI), 5.17 (s, 2H), 2.45 (s, 3H). MS (EI) 484 (M)^. Prepared from 

ethyl 2-[3-(2,4-bis-trifluoromethyl-benzyIoxy)-phenoxymetfayl]-6-methyl-bex^ (example 
6ac). 

20 Example 7ar 

2-r3-(BiDh envl-4-vlmethoxvVphenoxvmethvn"6-metfavl-ben2oicacid 

"H NMR (300 MHz, CDCI3) 5 7.58 (m, 4H), 7.44 (m, 4H), 735 (m, 3H), 7.18 (m,2H), 6.60 (m, 
3H), 5,17 (s, 2H), 5.02 (s, 2H), 2.44 (s, 3H). MS (EI) 424 (M)*. Prepared from ethyl 2-[3- 
25 (biphenyl-4-ylmethoxy)-phenoxymethyl]-6-methyl-benzoate (example 6ad). 

Example 7as 

2-Methvl-6- p-(naDhthalen- 1 -vlmethoxvVphehoxvmethvlVbenzoic acid . . 
30 'H NMR (300 MHz, CDCI3) 5 8.00 (m, IH), 7.85 (m, 2H), 7.47 (m, 4H), 7.34 (m, 2H), 7.17 (m, 
2H), 6.62 (m, 3H),.5.40 (s, 2H), 5.16 (s, 2H), 2.43 (s, 3H). MS (EI) 398 (M)*. Prepared from 
ethyl 2-methyI-6-[3-(naphthalen- 1 -ylmethoxy)-phenoxyniethyl]-benzoate (example 6ae), 
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Example 7at 

2-r3-fS-Ethv l-pvridin-2-vlmethoxv)-phenoxvmethvlV6«methvl-ben2oicacid 
*H NMR (300 MHz. DMSO) 5 8.42 (bs, IH), 7.65 (d, IH), 139 (d, IH), 6.63 (bs, IH), 6.56 (m^ 
5 2HX 2.60 (q, 2H). 229 (s, 3H), 121 (t, 3H). MS (ESI) 378 (M+H)". Prepared from methyl 2-[3. 
(5-ethyl-pyridm-2-ylmethoxy>phenpxymethyl]-6-methyl-ben2oate (example 6af). 

Example 7au 

10 2-r3-(4-Ethv l>benzvloxvVphenoxvmethvn-6>methvl-ben2oicacid 

»H hfMR (300 MHz, DMSO) 5 7.2 (m, 8H), 6.6 (m, 3H), 5.13 (s, 2H), 5.05 (d, 2H), 2.64 (m, 
2H), 228 (s, 3H), 1.17 (t,3H). MS (ESI) 375 (M-H)V Prepared from methyl 2-[3-(4-ethyl- 
benzyloxy>pheiioxymethyl]-6-methyl-benzoate (example 6ag). 

15 . Example 7av 

2-r3«(3-Bro mo-beDzvIoxyVphenoxvmethvn-6>methyl-ben2oic acid 

*H NMR (300 MHz, DMSO) 5 7.62 (bs, IH), 7.50 (d, IH), 7.42 (d, IH), 7.33 (d, IH), 7.08 (m, ■ 
4H), 6.67 (bs, IH), 6.54 (m, 2H), 5.13 (s, 2H), 5,08 (s, 2H), 228 (s, 3H). MS (ESI) 425 (M-H) . 
20 Prepared from methyl 2-p-(3-bromo-benzyioxy)-phenoxymethyl]-6-methyl-benzoate (example 
6ah). 

Example 7aw 

25 2-(3-r2-f5-E thvl-pvridin«2»vl>^thoxvVphenoxvmethyl>»6-methvl>ben2ok 

NMR (300 MHz. DMSO) 5 8.36 (bs, IH), 7.56 (d, IH), 7.14 (m, 5H), 6.49 (m, 3H), 5.1 1 (bs, 
2H), 427 (t, 2H), 3.09 (t, 2H), 2.56 (q, 2H), 2.29 (s, 3H), 1.17 (t, 3H).. MS (ESI) 392 (M+H)*. 
Prepared from methyl 2-{3-[2-(5-ethyl-pyTidin-2-yl>^thoxy]-phenoxymethyl}-6-methyl. 
benzoate (example 4f). 

30 

Example 7ax 



2-Methvl-6-r 3-f 2>QuinQlin>2-vI-ethoxvVphenoxvmethvn>benzoic acid 
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NMR (300 MHz, CD3OD) 5 8.28 (d, IH), 7.97 (d, IH), 7.88 (d, IH), 7.74 (t, IH), 75\ (m, 
IH), 7.26 (d, 2H), 7.16 (m, 2H), 7.02 (m, IH), 6.38 (m, 3H), 5.10 (s, 2H), 3.83 (t, 2H), 3.22 (t, 
2H), 2.39 (s, 3H). Prepared from methyl 2-methyl-6-[3-(2-quinolin-2-yl-ethoxy)- 
phenoxymethyl]-ben2oate (example 21b). * 

5 

Example 7ay 

2-Methvl-6-r3'r2-Dvridin-2'yl-ethoxyVphenoxymethvI1-beiizoic acid 

*H NMR (300 MHz, DMSO) 5 8.49 (d, IH), 7.69 (m, IH), 726 (m, 3H), 7.04 (m, 2H), 6.38 (m, 
. 10 4H), 5.03 (s, 2H), 3.67 (t, 2H), 2.94 (t, 2H), 2.31 (s, 3H). MS (ESI) 364 (M+H)*, Prepared from 
methyl 2-methyl-6-[3-(2-pyridin-2-yl-ethoxy)-pheiioxymethyl]-beiizoate (example 4g). 

Example 7az 

15 2-f3-fBenzooxazoI-2-YlaminomethvIVphenoxvmethyn-6'-methvl-benzoic acid 

^H mAR (300 MHz, DMSO) 5 8.61 (bt, IH), 734 (d, IH), 7.04 (m, lOH), 5.12 (s, 2H), 4.47 (bd, 
2H), 229 (3H). MS (ESI) 389 (M+H)*. Prepared from methyl 2-[3-(ben2ooxazol-2- 
ylaminomethyl>-phenoxymethyl]-6-methyl-beiizoate (example 4h). 

20 Example Tba 

. 2-Methvl- 6-r3-(pvridin»2-vlmethoxymethvl)-phenoxymethyn-ben2oic acid 

^H NMR (300 MHz, DMSO) 6 8.52 (bd, IH), 7.81 (m, IH), 7.47 (d, IH), 720 (m, 5H), 6.94 (m, 
3H), 5.12 (s, 2H), 4,59 (s, 2H), 4.56 (s, 2H), 2.30 (s, 3H). MS (ESI) 364 (M+H)*. Prepared from 
25 methyl 2-methyl-6-[3-(pyiidin-2-yhnethoxymethyl>-phenoxymethyl]-benzoate (example 4i), 

Example 7bb 

2'Methvl-6 -f3-(qmnn lin*2-ylmethoxymethvl)-phenoxvmethyl1-benzoicacid 
30 ^H NMR (300 MHz, DMSO) 5 8.40 (d, IH), 7.98 (d, 2H),.7.76 (m, IH), 7.64 (m, IH), 7.31 (m, 
5H), 7.00 (m, 2H), 6.92 (dd, IH), 5.12 (s, 2H), 4.79 (s, 2H), 4.62 (s, 2H). 232 (s, 3H). MS (ESI) 
414 (M+H)*. Prepared from methyl 2-methyl-6-[3-(quinolin-2-ylmethoxymethyl)- 
phenoxymethyl]-benzoate (example 4j). 



wo 00/64876 



PCTAJSOO/11490 



115 

Example 7bc 

2-Methvl-6-(3-r2-r5-methvl .2-phenvloxa2ol-4-vn'ethoxv1phenoxvmethvn benzoic acid 
5 'H NMR (300 MHz, CDCIj): 5 8.03 (m, 2H), 7.43 (m, 3H). 726 (m, 2H), 7.17 (m, IH), 7.10 
(m, IH), 6.68 (s, IH), 6.51 (m, 2H). 5.18 (s, 2H). 4.22 (m, 2H), 2.96 (m, 2H), 2.41 (s, 3H), 236 
(s, 3H). MS (ESI) 444 (M+H)*. Prepared from methyl 2-methyl-6-{3-[2-(5-methyl-2- 
phenyioxa2ol-4-yI)ethoxy]phenoxymethyl}beii2oate (example 21a). 

10 Example 7bd 

2-Methvl-6- r3-(6-phenvlDvridin-2-vlmethoxv)phenoxymethvnben2oicacid 
'H NMR (300 MHz, CDCb): 5 7.88 (m, 2H), 7.63 (m, IH), 7.52 (m, IH), 737 (m, 4H), XIS 
(m, 2H), 6.99 (m, 2H), 6.60-6.36 (m, 3H), 5.14 (s. 2H), 5.00 (s, 2H), 2.23 (s, 3H). MS (ESI) 426 
15 (M+H)*. Prepared fiom ethyl 2-methyl-6.[3-(6-phenylpyiidin-2-ybnethoxy)phenoxymethyl]. 
benzoate (example 33). 

Example 7be , 

20 2-Methvl-6- r3-fqumolin-2-YlmethoxvVphenvlsulfapvtmethYl1-benzoic acid 

'H NMR (300 MHz. DMSO-d«) d 8.40 (d, IH), 7.99 (t, 2H), 7.78 (t, IH), 7.65-7.57 (m. 2H), 
720-7.01 (m, 6H), 6.85 (t, IH), 5.33 (s, 2H), 425 (s, 2H), 226 (s, 3H); MS (ESI) 415 (M+H)*. 
Prepared from isobutyl 2-methyl-6-[3-(quinolm-2-yhnethoxy>phenylsulfenylmethyl]-ben2oate, 
(exao^le 84). 

Example 7bf 

2-Methvl-6-r3-fouinoIin-2 -vlmethoxvVphenvlsulfinvImethvll-benzoicacid 
'HNMR(300MHz,DMSO-d6>d 8.43 (d, IH), 8.01 (t, 2H), 7.78 (t, lH), 7.68 (d, lH),7.62(t, 
30 IH). 7.48 (t, IH), 7.25-722 (m. 4H), 7. 10 (d, 1 H), 6.94 (t, IH). 5.41 (s, 2H). 4.22 (d, IH), 4.1 1 
(d, IH), 2.33 (s, 3H); MS (ESI) 432 (M+H)*. Prepared from isobutyl 2-methyl-6-[3-(quinoiin- 
2-ylmethoxy)-phenylsulfinylmethyl]-benzoate (example 85). - 
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Example 7bg 

• 2«Methvl-6-r3-fQxxInolin*2«vlmethoxyVphenylsulfonylmethvlVbenzo^ acid 
*H NMR (300 MHz, DMS0-<l6).d 8.43 (d, IH), 8.05-7.98 (m, 2H), 7.77 (t, IH), 7,67 (d, 
5 7.60 (t, IH), 7.51 (t, IH), 7.43-7.35 (m, 2H), 7.26-7.20 (m, 3H). 6.95-6.92 (m, IH); 5.42 (s, 2H), 
4.81 (s, 2H), 232 (s, 3H); MS (ESI) 448 (M+H)*. Prepared from isobutyl 2.methyI-6-[3- 
(qumoIin-2-ylmethoxy)-phenylsiilfonylinethyl]-ben2oate (example 86). 

. Example Tbh 

10 

2-Methyl-6-r3-fqi\molin-2-ylmethoxy)-phenyIethynyn"benzoic acid 
IH NMR (300 MHz, CDC13) d 8.19 (d, IH), 8.04 (d, IH), 7.89 (d, IH), 7.82 (d, IH), 7.73 (dt, 
. ^H). 7.64 (t, 2H), 7,54 (t, IH), 726 (t, IH), 6.94 (dd, IH), 6.81-6.85 (m,2H), 5.34 (s, 2H), 2.76 
(s, 3H);MS (ESI) 394 (M+H)*. Prepared from ethyl.2-methyl-6-[3-(qiunolin-2-ylmethoxy)- 
15 phenylethynyl]-benzoate (example 6ai). 

Example 7bi 

2-Methyl-6-r3-f5-Dhenvlpvridin-2-vlmethoxy)phenoxymethyllbenzoic acid . mpt80r83*C. *H 
. 20 NMR (300 mHz, 5:1 CDCbiCDaOD): 5 8.76 (s, IH), 7.97 (d, IH), 7.62 (m, 3H), 7.48 (m, 3H), 
. 7.30 (m, 2H), 7.19 (m, 2H), 6.68 (s, IH), 6.62 (d, 2H), 521 (s, 2H), 5.17 (s, 2H), 2.44 (s, 3H). 
MS(ESI) 426 (M+H)*". Prepared from methyl 2-methyl-6-[3-(5-phenylpyridin-2- 
ylmethoxy)phenoxymethyl]benzoate (example 6aj). 

25. Example 7bj 

2-r3"f2-Chloro-beQzyloxyVphenoxymethyI1-6-methyl-benzoic.acid . ' 

'H NMR (300MHz, DMSO) 5 7.56 (m, IH), 7.50 (m, IH), 7.38 (m, 2H), 7.14 (m, 2H), 7.06 (m, 
2H), 6.67 (s, IH), 6.58 (m, 2H). 5.13 (bd, 4H), 228 (s, 3H). MS (EI) 382 (M*), CI pattern. 
30 Prepared from 2-[3-(2-chloro-benzyloxy)-phenoxymethyl]-6-methyl-benzoate (example 6ak). 

Example 7bk 



wo 00/64S76 



117 



PCTAJSOO/11490 



2'r3-f4-Chloro-ben2vioxyVphenoxvmethvil-6'methvUben2oic-acid 

*H NMR (300MH2, DMSO) 5 7.42 (m, 3H). 7.08 (m. 5H), 6.66 (s.. IH). 6.54 (m, 2H), 5.13 (s, 
^ 2H), 5.07 (s, 2H), 228 (s, 3H). MS (EI) 382 (M*.), CI partem. Prepared fiom 2-[3-(4-chlon>- 
benzyloxy)-phenoxymethyl]-6-methyI-benzoate (example 6al). 

5 

Example 7bl 

2-MethvU6-f3-(3-methvl-quinoxalin-2-vlmethoxvVphenoxvmethvn-benzoicacid 
*H NMR (300MHz, DMSO) 5 8.05 (m, 2H), 7.82 (m, 2H), 7.14 (m, 4H), 6.75 (s, IH), 6.61 (m, 2H), 5.41 
10 (s, 2H). 5.1 1 (s, 2H). 2.76 (s, 3H), 227 (s, 3H). MS (ESI) 415 (M+H)*. Prepared from 2.MethyI.6.[3K3- 
inethyl-quinoxaIin-2-yImethoxy)-phenoxymethyl]-bcnzoic acid methyl ester (example 6am). 

Example 7bm 

2-Methvi-6«f3*f naDhthalen-2«vlmedioxvVphcnoxvmedivl%benzoic acid 
15 'H NMR (300MHz, DMSO) 8 7.94 (m, 4H), 7,54 (m, 3H), 7.16 (m, 4H), 6.69 (s, IH), 6.58 (m, 2H), 524 
(s, 2H), 5.1 1 (s, 2H), 229 (s, 3H). Prepared from 2-Methyi-6-[3-(naphdiaIen-2.ylmethoxy> 
phenoxymetfayI]-benzoic acid methyl ester (example 6an). 

20 

Example 8 

3«rf2-MethoxyethoxvVmethoxyVben2omtrile 

25 To a cooled (0 ^C) suspension of sodium hydride (84Qmg, 60% dispersion in mineral oil, 21 
mmol) in THF (20 mL) is added a solution comprising 3-hydroxy-ben2onitriIe (2.4g, 20 mmol), 
MEM Chloride (225 mL, 20 mmol) and DMPU (2 mL) in THF (20 mL). On complete addition, 
the cold bath is removed and stining continued for 3hl The reaction mixture is then diluted with 
ether, washed with water and brine, dried over MgS04 and concentrated. The residue is purified 

30 by flash chromatography (silica, 30% ethyl acetate 10 % dichloromethane in hexane) to give the 
tide compound as an oiL MS (ESI) 207 (M+H)*. 



Example 8a 
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3-f(2-MethoxyethoxvVmethoxv1-ben2aldehyde 

The title compound is prepared using essentially the same preocedure used in example 8 except 
using using 3-hydroxy-ben2aldehyde in place of 3-hydroxy-benzomtrile. MS (EI) 210 (M)*. 

r 

5 Example 9 

3-rf2-MethoxvethoxvVmetfaoxv1-benzyIamine 

To a cooled (0**C) solution of 3-[(2-methoxyethoxy).methoxy]-ben2onitrile (3.9g, 18,8 mmol, 

example 8) in THF (40 mL) is.added LAH (40 mL, IM in THF). The resulting solution is stirred 
10 for 1 0 min, then the cold bath removed and stirring continued for 2 h. The resulting mixture is 

cooled to 0 then water (1.5 mL) added dropwise followed by NaOH solution (1.5 mL, 5M) 

and water ( 1 .5 mL). The restilting suspension is diluted with ether then filtered through celite. 

The filtrate is concentrated to give the title compound v^ch is used without further purification. 

MS(ESI)211(M+H)^ 
■15 ■ • 

Example 10 

3-fOuinolin-2-ylaminomethylVphenol 

To a solution of 3-[(2-methoxyethoxy)-methoxy]-benzyiamine (422 mg, 2mmol, example 9) in 
20 DMSO (4 mL) is added 2-chloroquinoline (328 mg, 2 mmol). The resulting solution is warmed, 
to 140 and stirred at this temperature for 3L The resulting mixture is cooled, diluted with 
water, then extracted with ethyl acetate. The organic extract is washed with brine, dried over 
MgS04 and concentrated. The residue is taken xqj in methanol (10 mL) then p-toluene sulphoruc 
add monohydrate (190 mg, 1 mmol) is added This mixture is warmed to 60 and stirred at this 
25 te^^)erature for 2h. The reaction mixture is then cooled, concentrated under reduced pressure and 
the resid:ue purified by flash chromatography (silica, 30% ethyl acetate in dichloromethane) to 
give the tide compound MS (ESI) 25 1 (M+H)*. 

The following compounds are prepared using essentiaUy the same procedure used in example 10 
30 except using the cited chloride and amine in place of 2-chloro-qiiinoIine and 3-[(2- 
methoxyethoxy>methoxy3.benzylamine. 



Example 10a 
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3«rn^-Ben2oxa2ol>2'Vl-N*methvl-aniinoVmethyn'Phenol 

MS (ESI) 255 (M+H)*. Prepared from 3-[(methylainmo)-methyl]r(2-methoxyethoxy-methbxy)^ 
benzene (example 28) and 2-chloro-ben20xa2ole. Also, omit heating to .140 Reaction stirred 
5 at room temperature. 

Example 10b 

3«r(N-Methvl-N-quinolin*2«yl-aminoV'methvlVphenol 
10 MS (ESI) 265 (M+H)*. Prepared from 3-[(methylamino)-methyl]-(2-methoxyethoxy-methoxy>- 
benzene (example 28) and 2-chloro-quinoline. 

Example 10c 

15 3-flBen2ooxa2ol-2-YlaminomethyIVphenol 

The title compound is prepared using essentially the same procedure used in example 10 except 
2-chloro-benzoxazole is used in place of 2-chIoro-quinoIine. Also, omit heating to 140 ^C. 
Reaction stirred at room temperatuic. MS (ESQ 241 (M+H)*. 

20 Example 11 

2«(3«(T2'MethoxvethoxvVmethoxvVphenoxy1Vethanol 

To a cooled (0 ®C) solution of t-butyl (3-([2-methoxyethoxy]-methoxy)-phenoxy]>acetate (l-2g, 
3.8 mmol, example 12) in THF (10 mL) is added a solution of lithium aluminum hydride (5 mL, 
25 IM in THF), The resulting solution is stirred for 1 0 min. then water (0.2 mL) is added dropwise, 
followed by NaOH solution (0.2 mL, 5M) and water (0.2 mL). The resulting mixture is diluted 
with ether, filtered through celite and the filtrate concentrated to give the tide compound as an oil 
wHch is used without further purification. MS (EI) 242 (M)*; . 

30 Example 1 la 

2-(5-Methvl-2-phenvloxa2ol-4-vnethanol 
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The title compound is prepared using essentially the same procedure used in Example 1 1 except 
using methyl 2-(5-methyl-2-phenyloxazoI-4-yl)acetate (example 32) in place of t-butyl (3-([2- 
methoxyethoxy]-methoxy)-phenoxy])-acetaie. MS (ESI) 204 (M+H)*. 

5 Example 12 

/-Butyl f3-fr 2-methoxvethoxv1-methoxv)-phenoxv1)-acetate 

The title compound is prepared using essentially the same procedure used in Example 4 except- 
using 3-([2-methoxyethoxy]-methoxy)-phenol (example 13) in place of 3-(quinolin-2- 
10 yhnethoxy)-phenol and and f-butyl bromoacetate in place of methyl 2-bromomethyl-6-methyl- 
benzoate, MS(EI)312(M)\ 

Example 13 . . 

15 3-rf2-MetfaoxyethoxvVmethoxvVphenol 

To a cooled (0 °C) suspension of NaH (440 mg, 60% dispersion in oil, 1 1 mmol) in THF (10. 
mL) is slowly added a solution comprising 3-benzoyl-phenol (2.14g, 10 nunol), MEM chloride 
(128 mL, 10.5 mmol) and DMPU (3 mL) in THF (20 mL), On complete addition, the cold bath 
is removed and stirring continued for 2.5 h. Sat NH4CI solution b added and the mixture diluted 

20 with ether, washed with water and brine, dried over MgS04 and concentrated- The residue is 
taken up in methanol (10 mL) and THF (10 mL) then sodium hydroxide solution (10 mL, 2N) 
addei This mixture is stirred for 20 min. then hydrochloric acid (10 mL, 2N) added The 
mixture is then.diluted with ether, washed with sat NaHCOa solution and brine, dried over 
MgS04 and concentrated. The residue is purified by flash chromatography (silica, 30% ethyl 

25 acetate in hexanes) to give the title compound as an oil. ^H NMR (300 MHz, CDCI3) 5 7.00 (t, 
IH), 6.52 (bd, IH), 6.48 (bs, IH), 6.38 (bd, IH), 5.14 (s, 2H), 3.71 (m, 2H), 3.47 (m, 2H). 330 
(s,3H). 

Example 14 

30 

rf2«Metiioxv ethoxvVmethoxvV3-r2-fDvridin-2>vIoxvV-etiioxv1-ben2ene 

To a solution of 2-(3-([2-methoxyetiioxy]-methoxy)-phcnoxy3)-etiianol.(242 mg, 1 mmol, 

example 1 1) in DMSO (1.5 mL) is added sodium hydride (44mg, 60% dispersion in mineral oil. 
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1.1 mmol) followed by 2-fluoro-pyriciine (1 76 mL, 2 ininol). The resulting solution is wanned to 
60 °C and stirred at this temperature for 3 h. cooled, diluted with ether, washed with water and 
brine, dried over MgS04 and concentrated. The residue is purified by flash chromatography 
(silica, 30% ethyl acetate in hexanes) to give the tide compound MS (ESI) 320 (M+H)*. 
5 . ' 

Example 15 

3-f2'Ouinolin-2-yUvinvlVphenol 

To a solution of l-(2-methoxyetiioxy>methoxy-3-(2-Kiuinolin-2-yl-vinyl)-beii2ra (120mg, 035 
1 0 mmol, example 1 6) is added p-toluene sulphonic acid monohydrate. (74 mg, 039 mmol). The 
' resulting solution is heated to 60 and stirred at this temperature for 4 h. The reaction mixture 
is then cooled, concentrated and the residue taken up in dichloromethane. This solution is . 
washed with sat NaHCOs solution, dried over MgS04 then concentrated to-give the title 
compound as a solid. MS (ESI) 248 (M+H)*. 

15 , 

The following compounds are prepared using essentially the same procedure used in example IS 
lexcept using the cited MEM ether in place of l-(2-methbxyethoxy>methoxy-3-(2-quinolin-2-yl- 
vinyl)-benzene. 

20 Example 15a 

3-r2*(pvridin«2-vloxyVethoxyVphenol 

MS (ESI) 232 (M+H)*. Prepared from [(2-methoxyethoxy)^methoxy]0-p-<pyridin-2-yloxy)^ 
ethoxyl-benzene (example 14). 

25. 

Example 15b 

3-fOuinolin-2«vloxvmethvlVphenoI 

MS (ESI) 252 (M+H)*, Prepared from 2-[3-(2-methoxy-ethoxymethoxy)-benzyloxy]-quinoIine 
30 (example 81); 

Example 15c 

Ethy l 2-(3-hvdroxv-nhenvlethvnvlV6-methvl-Viftn7nati» 
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MS (EI) 280 (Mf. Prepared from ethyl-2-[3-(2-methoxy^(«ymethoxy)-phenylethynyl]-6- 
methyl-benzoate (example 98). 

Example 16 

H2-Methoxv ethoxvVmethoxvO-(2-ouinolm-2-vl-vinvl)-ben7gni> 
To a cooled (-78 'C) suspension of triphenyKqumoIm-2-yl-methyl>phosphonium chloride 
(1.76g, 4 nunol, example 1 7) in THF (24 mL) is added, dropwise, n-butyl Uthium solution (1.7 
mL, 2.5 M in hexanes). The resulting mixture is stirred for 30 min. Aen a solution of 3-[(2- 
methoxyethoxy)-methoxy]-benzaldehyde (756 mg, 3.6 mmol, example 8a) in THF (3 mL) is 
added. This mixture is stirred for 30 ihin then the cold bath removed and stirring contiiiued for 
2h. The reaction mixnire is then diluted with ethyl acetate, washed with sat ammonium acetate 

solution and brine, dried over MgS04 and concentrated. The residue is purified by flash 
chromatogr^hy (silica, 40% e&yl acetate in hexanes) to give die title compound as an oil. MS 
(ESI) 336 (M+H)*. 

Exanple 17 . . 

TtiDhenvUQ uinolm-2-vl-methYlVDbosphonium chloride 

Taa solution of 2-<diloromethyl-quinoIine (2.9g, 20 mmol) in acetonitrile (32 mL) is added 
triphenylphosphine (4.49g, 1 7 mmol). The resulting mixture is warmed to 60 'C and stirred at 
this tengwratare for 15 h. This mixture is cooled, diluted with ether, then filtered. The solid is 
washed with ether, then dried under hi^ vacuum to give the titie compound as a solid. 'H NMR 
(300 MHz, CDCI3) 5 8.20 (d, IH). 8.06 (d, IH), 7.95 (m, 6H), 7.42-7.8 (m, 13H). 6.10 (d, 2H). 

Example 18 

{2-Methvl.6-r3-f2-Quinoiin.2 .vl.ethvn-phenoxvmethvn-Dhenoxv)-aceticacid 
To a solution of {2-methyl-6-P-(2-quinolin-2-yl-vinyl>pheno:^ethyl3-phenoxy}-acetic arid 
(94 mg, 0.23 mmol, example 41a) in DMF (1.5 mL) is added tristriphenylphosphine rhodium 
chloride (25mg, 0.027 mmol). The resulting solution is placed under an atmosphere of hydrogen, 
heated to 60 "C and stirred at this temperature for 5h. The reaction mixture is cooled to room 
temperature and the system is then flushed with nitrogen and concentrated under vacuum. The 
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residue is purified by reverse phase HPLC to give the title compound as a trifluoroacetate salt 

NMR (300 MHz, CDCI3) 5 8.57 (d, IH), 8.40 (d, IH), 8.0 (m, 2H), 7.80 (t, IH), 7.52 (d, IH), 
7.24 (bd. IH), 7.14 (m, 2H), 7.04 (t, IH), 6.93 (bs, IH), 6.83 (d, IH), 6.74 (d, IH), 5.11 (s, 2H). 
4.50 (s; 2H), 3.68 (t, 2H), 3.20 (t, 2H), 2.28 (s, 3H). MS (ESI) 428 (M+H)*. 

5 

The following compound is prepared using essentially the same procedure used in example 18 
except using the cited acid in place of {2-methyl-6-[3-(2-^uinolin-2-yl-vinyl>.phenoxymethyll- 
phenoxy}^etic acid. 

10 Example 18a 

2-Methvl-6>r3«f2^3uinoli n-2>vl-ethvlVDhenoxvmethylVbenzoic^^^ 

^H NMR (300 MHz. CDCI3) 5 8.62 (d, IH), 8:44 (d, IH), 8.0 (m, 2H), 7.80 (t, IH), 7.61 (d, IH), 
7^1 (d, IH), 7.1 1 (d. IH), 7.07 (t, IH), 6.94 (bs, IH), 6.76 (bd, IH). 6.68 (d, IH), 5.09 (s, 2H), 
15 3.70 (t, 2H), 3.18 (t, 2H),2.40 (s, 3H). MS (EST) 398 (M+H)*. Prepared from {2-methyI-6-[3^2. 
qumolin-2-yl.vinyl)-phenoxymethyl]-benzoic acid (example 4a). 

Example 19 

20 4-Chloromethvl-2*Dhenvl-oxazoIe 

Benzamide (1.21g, 10 mmol) is mixed with 1,3-dichloroacetone (126g, 10 mmol) and the 
mixture heated to 130 and stirred at this temperature fori h. The resulting mixoire is then 
cooled, diluted with ethyl acetate, washed with K2CO3 solution (sat), then brine, dried over 
MgS04 and concentrated to give the title compounid as a solid, >;^Gh is used without further 

25 purification. MS (ESI) 194 (M+H, CI pattern)*. 

The following compounds are prepared using essentially the same procedure used in Example 19 
except using the cited amide in place of benzamide. 

30 Example 19a 

2-('S-Methvl thiophen-2-vnoxa2ol-4-vlmethvl chloride 

MS (ESI) 214, 216 (M+H)*, CI pattern. Prepared from 5-methylthiophene-2-carboxainide. 
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Example 19b 

2-Cvclohexvloxazol-4«vlmethvI chloride 
5 MS (ESI) 200, 202 (M+H)*, CI pattern. Prepared from cyclohexanecarboxamide. 

Example 19c 

2-f3-FluoroDhenvnoxazol-4-vlmethyl chloride 
10 MS (ESI) .212, 214 (M+H)*, CI pattern. Prepared from S-fluorobenzamide. 

Example 19d 

2-f4»FluoroDhenvltoxa2X)l-4>vimethvl chloride. 
15 MS (ESI) 212, 214 (M+H)*, CI pattern. Prepared from 4.£Iuoroben2amide 

Example 20 

4-Chloromethvl-2«Dhenvl-thia2ole 

20 A solution of thiobenzamide (1 J7g, 10 mmol) and l^-dichioro-iacetone (l-27g, 10 mmol) in 
edianol (25 mL) is warmed to 75 **C and stirred at this temperature for Ih. The resulting solution 
is cooled, poured into ice then brought to pH 8 with K2CO3 solution (sat). This mixture is 
extracted with ethyl acetate, dried over MgS04 and concentrated to give the title compound. 
This product is used without further purification. MS (ESI) 210 (M+H)*. 

25 ■ " . 

Example 21 

(2-Methvl-6-r3« a-pvridin-2-yl«ethoxvVphenoxymethylVphenoxv>-acetonitrile 
To a solution of [2-methyl-6-(3-hydroxy-phenoxymethyl>phenoxy]-acetonitrile (135 mg, 0.5 
30 mmol, example 25) and 2-(pyridin-2-yI)-ethanol (126 mL, 0.94 mmol) in THF (2 mL) is added 
triphenylphosphine (262 mg, 1 mmol) folowed by DEAD (1 18 mL, 0.75. mmol). The resulting 
solution is stirred for 2h, then concentrated and the residue purified by flash chromatography 
(silica, 50% ethyl acetate in hexanes) to give die tide compound as an oil. MS (ESI) 375 
(M+H)\ ' 
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The following compound is prepared using essentially the same procedure used in Example.21 
except using the cited alcohol and phenol in place of 2-(pyridin-2-yI>ethanol and [2-methyl-6- 
(3-hydroxy-phenoxymethyl)-phenoxy]-acetonitriIe respectively. 
5 • 
Example 21a 

Methyl 2-me thvI>6-(3>r2-f 5-methvl«2-phenvloxa2ol-4-vnethoxvlDhenoxvmethvUben2oate 
MS (ESI) 458 (M+H)*. Prepared from 2.(5-methyl-2-phenyloxazol-4-yl)ethanol (example 1 la) 
10 and methyl 2-(3-hydroxyphenoxymethyl)-6-methylben2oate (example 5). 

Example 21b . 

Methyl 2-m ethvl-6-r3-f2-quinolin-2'Vl-ethoxv)-phenoxvmethylVben2oate 
15 *H NMR (300 MHz, CDCI3) 5 8.08 (m. 2H), 7.80 (d, IH), 7.70 (t, IH), 7.51 (t, IH), 7.42 (d, IH), 
7.29 (m, 2H), 7.16 (m, 2H), 6.53 (m, 3H); 5.06 (s, 2H), 4.46 (t, 2H), 3.81 (s, SH), 3.45 (t, 2H), 
2J7(s,3H). MS(ESI)428(M+H)*. Prepared from.2-Kiuinolin-2.yl-ethanol (example 69a) and 
2-(3-hydroxy-phenoxymethyI)^methyl-benzoate (example 5). 

20 Example22 

2-Cyanomethoxy«3i-methylben2aldehyde 

A mixture of 2-hydroxy-3-methy Ibenzaldehyde ( 1 0.2 g, 75.0 mmoles, Aldrich), 
bromoacetonitrile (5.70 mL, 82 J mmoles), and potassium carbonate (1 1.4 g, 82 J mmoles) m 
25 DMF ( 1 50 mL) is heated to 55*'C for 3 hours, cooled, then diluted with ether. The mixture is 
washed with distilled water, saturated NaCl solution, then the organic layer dried over MgS04 
and concentrated to give the title compound as a yellow solid. *H NMR (300 MHz, CDCI3): 5 
10.20 (s, IH), 7.70 (d, IH), 7.53 (d, IH), 729 (m, IH). 4.81 (s, 2H), 2.42 (s, 3H). 

30 The following compounds are prepared using essentially the same procedure used in example 22 
except using the cited phenol in place of 2-hydroxy-3-methylbenzaldehyde. 



Example 22a 
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2-Cvanomethoxv-3.S-dichloro-beiizaIdehvde 

MS (EI) 229, 23 1 (M)*. Prepared from 3,5^ichlorosaUcylaldehyde. 

S Example 22b 

2-Cyanome tho?cv-5-chloro-3-methoxv«ben2aIdehydc 

MS (EI) 225 (M)*. Prepared from 5-chIoro-2-hydroxy-3-methoxy-benzaldehyde (example 44). 
10 Example 22c 

Methyl 2>f2 -fomivl-6^ethvl-phenoxy>'Propionate 

The title compound is prepared using essentially the same procedure used in example 22 except 
using methyl 2-bromopropipnate in place of bromoacetonitiile. 

15 . ' " . 

Example23 

(2-Hydro xymethvl-6-methvl«phenoxy)-acetonifrile . 

A 2M tiigiyme solution of sodium borohydride (16.0 mL, 32.1 mmoles) is slowly added to a 
20 cooled (-78*C) solution of 2-cyanomethoxy-3-methylben2aldehyde (1 1 ^5g, 642 mmoles, 

example 22) in THF (1 80 mL). After stirring for one hour, the reaction is warmed tp O^C for two 
hours, then quenched with 2N HCl (16.8 mL) and dQuted with ether. The organic layer is 
isolated and washed with twice with distilled water and brine, then dried over MgS04. The 
organic solution is con^trated to give the title compound as a yellow oil. 

25 

The following compounds are prepared using essentially the same procedure used in example 23 
except using the cited aldehyde in place of 2-cyanomethoxy-3-methylben2aldehyde. 

Example 23a 

30 

f2,4-Dichl oro-6-hvdroxymethyl*phenoxy)-acetonitrile 

Prepared using 2-cyanomethoxy-3,5-dichloro-benzaldehyde (example 22a) 

Example 23b 
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f4-<:hloro-2-hvdroxvmethyl-6«methoxv-phenoxyVacetonitrile 

MS (EI) 227 (M)* Prepared using 2-cyanomethoxy-5-cUoroO-methoxy-ben^ 

(example 22b) 

5 

Example 23c 

2-f2-Hvdrox ymetfavl>6>methvI'PhenoxvV'Propionic acid methyl ester 

MS (EI) 194 (M)*. Prepared using methyl 2-(2-foimyl-6-methylTphenoxy)-propionate (example 
10 22c), 

Example 24 

(2-Bromomethyl-6-methvl>phenoxyVacetonitrile 

15 Triphenylphosphine (152g, 57.8 mmoles) is added to 2:-cyanomethoxy-3-methylbcb^lalcohol 
(9.3g, 52 J xmnoles^ sample 23) in THF (175 mL). The mixture is stirred until homogeneous 
and cooled to 0^*0, followed by addition, in three portions, of iV-bromosuccinimide (103g, 57.8 
mmoles). After 90 minutes the reaction is concentrated and the residue purified by column 
chromatography (silica, 5:1 hex: EtOAc) to yield the tide compound as a pale yellow crystalline 

20 soUd. MS (H) 239, 241 (M)"", Br pattern. . 

The following compounds are prepared using essentially the same procedure used m example 24 
except using the cited alcohol in place of 2-cyanomethoxy-3-metiiylbenzylalcohol. 

25 Example 24a 

f2-Bromomethyl«4,6«dichloro-phenoxvVacetonitrile 

MS (EI) 277 (M-ie)"*". Prepared from (2,4Kiichloro-6-hydroxxinethyl-phenoxy>:acetonitrile 
(example 23a). 

30 

Example 24b 

f2-'Bromomethyl«4-chloro-6-methoxy-phenoxvVacetonitrile 
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MS (EI) 289 (M)*. Prepared from (4-chIoro-2-hydroxymetfayl-6-methoxy-phenoxy)-acetonitrile 
(example 23b). 

Example 24c 

5 " 

Methyl 2-f2-bromomethyl-6-methYl«phenoxv)-propionate 

MS (EI) 286 (M)*, bromine pattern. Prepared from methyl 2-(2-hydroxymethyl-6-methyl- 
- phenoxy)-propionate (example 23c). 

10 Example25 

(2-r3-Hvdro xvphenoxvmethyn-6-methylphenoxv)acetonitrile 

Heated (60°C) a mixture of 2-cyanomethoxy.3-methylbenzyI bromide (10.2g, 42.7 mmoles, 
example 24), resorcinol (18.8g, 171 mmoles), and potassium carbonate (47^g, 342 mmoles) in 
15 acetonitrile (140 mL) for two hours. The reaction is diluted with ether and washed three times 
with distilled water, once with brine, and dried over MgS04. The organic layer is isolated and 
concentrated, and the resultmg residue is purified by column chromatography (silica, 5% 
EtOAc/CHaCh) to yield the title compound as a white crystalline solid MS(EI) 269 (M)'**. 

20 The following compounds are prepared using essentially the same procedure used in example 25 
except using the cited bromide in place of 2-cyanomethoxy-3-methylbenzyl bromide. 

Example 25a 

25 r4-Chloro-2>G-hvdroxv- ohenoxymethylV^methvl-phenoxvl>acetomtri^^ 

Prepared from (2-bromomethyl-4-chloro-6-methyl-phenoxy)-acetonitrile (example 43). 

Example 25b 

30 r4.6-DichIor o-2-f3-hvdroxy>phenoxvmethylVphenoxy1-acetonitrile 

Prepared from (2-bromomethyl-4,6-dichloro-phenoxy)-acetonitrile (example 24a). 



Example 26 
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2-MethvU6J-difluoroquinoIine 

To a refluxing solution of 3,4-d2fIuoroaniline (2.30 ml, 23.2 mmoles), tetrachIoro-U4- 
benzoquinone (5.70 g, 232 mmoles), and concentrated hydrochloric acid (6 ml) in 2-butanol (40 
ml) is added crotonaldehyde (1 .22 ml, 23.2 mmoles). After 2.5 hours the reaction mixture is 
S . concentrated and the resulting residue is stirred in warm (50 **€) THF (15 ml). This mixture is 
cooled (0 °C) and the solid collected by filtration and washed with cold THF. The solid is stirred 
in distilled water (200 ml), and the resulting solution made basic with K2CO3 and extracted with 
. EtOAc (3 X 1 00 ml). The organic extracts are combined and dried over sodium sul&te, and then 
concentrated to give the title compound. MS (ESI) 180 (M+H)"^. 

10 

The following compounds are prepared using essentially the same procedure used in example 26 
except using the cited aniline in place of 3,4-difluoroaniline. 

Example 26a 

15 

2«MethvI-6.8-difluoroquinoline 

MS (ESI) 180 (M+H)^ I^ared using 2,4Hiifluoro-amli^ 
Example 27 

20 

6,8-DifluoroQuinolin-2-ylmethvl bromide 

A solution of 2-methyl-6,8-difIuoroquinoline (0.147 g, 0.820 mmoles. Example 26a), benzoyl 
peroxide (9.93 mg, 0.0410 mmoles), and //-bromosuccinamide (0.168 g, 0.943 nmioles) in 
carbon tetrachloride (20 mL) is heated to reflux for 18 hours. The reaction is concentrated and 
25 the resulting residue purified by column chromatography (silica, 3 : 1 CH2CI2 Jiexane, then 
CH2CI2) to yield the title compound as a white solid. MS (ESI) 258, 260 (M+H)*, Br pattern. 

The following compounds are prepared using essentially the same procedure used in example 27 
except using the cited methyl compouiid in place of 6,8-difiuoro-2-methyl quinoUne. 

Example 27a 



6J-Difiuoroquinolin-2"Vlmethvl chloride 
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MS (ESI) 214, 216 (M+H)*, CI pattern. Prepared from 6,7-difluoro-quinoline (example 26) and 
NCS in place of MBS. 

Example 27b 

5 

6-FluoroQ\iinolm-2-vlmethvl bromide 

MS (ESI) 240, 242 (M+H)*, Br pattern. Prepared from 6-fiuoro-2-methylqumolme. 
Example 27c 

10 

2-Chloromethvl-6-chloropvridine 

MS (ESI) 162, 164, 166 (M+H)*, CI2 pattern. Prepared from 6-chlorD-2-picolme and NCS in 
place of NBS. 

15 Example27d 

2-BrDmomethvl-ben2omtrile 

MS (EI) 195 (M)^ Br pattern. Prepared from <>-tolumtri^^^^ 
20 Example 27e 

Methyl 3-bromomethvl-thiophene'2-carfaoxvlate 

MS (EI) 234 (M)^ Br pattern. Prepared from methyl 3-methyl-thiophcne-2-carboxylate. 
25 Example27f 

6J-Dichloro-2-chloromethvl'qxiinoline 

MS (ESI) 246 (M+H)*. Prepared from 6,7-dichloro-q\iinaldine and NCS in place of NBS. 
30 Example 27g 

5>Phenvlpvridin-2>vlmethvl chloride 

MS(ESI) 204, 206 (M+H)*, CI pattern. Prepared from 5-phenyl-2-methylpyridine (example 104) 
and NCS in place of NBS. 
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Example 28 

3'f(MethvlaminoVmethvlVf2-methoxvethoxv-methoxvVbenzene 
5 To a solution of 3 -(2-methoxyethoxy-methoxy)-benzaldehyde (2. 1 Og, 1 0 mmol, example 8a) in 
THF (60 mL) is added raethylamine (20 mL, 2M in THF) followed by palladium on carbon (210 
mg, 10% Pd ). The resulting mixture is stirred for 24 h under an atmosphere of hydrogen gas, 
then purged with nitrogen, filtered through celite and the filtrate concentrated. The residue is 
purified by flash chromatography (silica, 1 0% methanol in dichloromethane) to give the title 
10 compound as an oil. 

Example 29 . 

1 -Methvl-4-oxo- 1 ,4-dihvdroquinolin"2>vlmethy 1 bromide 

15 A solution of l-methyl-4-oxo-l,4-dihydroquinolin-2-ylmethanol (1 12 mg, 0.592 mmoles, 
Coppola, G.M. 1 Heterocyclic Chem,, 1986, 23, 1717) and phosphorous tribromide (562 uL, 
0 J92 mmoles) in 3:1 CHiChrDMF (20 mL) is stirred 18 hours and another portion (20 uL) of 
phosphorous tribromide is added. After 24 hours distilled water (10 mL) is added and extracted 
with EtOAc. The organic layer is concentrated and the resulting residue purified by column 

20 chromatography (silica, 20: 1 CHiChiMeOH) to yield the title compound as a white solid. MS 
(ESI) 252, 254 (M+H)*, Br pattern. 



The following compound is prepared using essentially the same procedure used in example 29 
except using the cited alcohol in place of l-methyl-4-oxo-l,4-dihydroquinolin-2-ylmethanol. 

25 

Example 29a 

4-rerr«ButvlcvclohexvhnethYl bromide 

*H NMR (300 MHz, CDCI3): 6 3.27 (d, 2H), 1.93 (m, 2H), 1.81 (m, 2H), 1.54 (m, 2H),0.98 (m, 
30 4H), 0.84 (s, 9H), Prepared from 4-rerr-butylcyclohexyhnethanol (example 30). 

Example 30 



4-/erf- Butylcvclohexvlmethanol 
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5 



To a cooled (0»C) solution of 4-/er/-butylcyclohexane.carboxylic acid (3.00g, 16.3 mmoles) in 
THF (30 mL) is slowly added a THF solution of borane-THF complex (1 .OM, 212 mL, 21 2 
mmoles). The solution is stiired at room temperature for 1 8 hours, then quenched with 2N HCl 
solution (30 mL). and extiacted.with EtOAc. The organic layer is isolated, washed with IN * • 
NaOH. dried over sodium sulfate, and concentrated to yield the title compound as a clear oil. 'H 
NMR (300 MHz. CDCI3): 5 2.06 (d. 2H). 1.82 (m. 4H). 1.52 (m. 2H). 0.88 (m. 4H), 0.83 (s, 
9H>. 

Exan^Ie31 

Meflivl 4-bromo-3-oxoDentanoate 

To a cooled (CC) solution of methyl 3-oxopentanoate (9.62 mL, 76.8 mmoles, Acros) in carbon 
tetrachloride (60 mL) is added dropwise over a period of 45 minutes a solution of bromine (3.96 
mL, 76.8 mmoles) m carbon tettachlpride (10 mL). After 30 minutes, let stir at room 
temperature for one hour. Bubbled Nj through reaction mixture for twenty minutes. 
Concentrated to yield the tide compound as a brown oU. MS (EI) 208, 210 (M)*, Br pattern. 

Example 32 

Methyl 2-f 5- methvl-2-phenYloxazol-4-vl)acetate 

A solution of benzamide (0.606g, 5.00 mmoles) and methyl 4-bromo-3-oxopentanoate (l.OSg, 
5.00 mmoles, example 31) are heated in toluene (6 ml) to 120'C for 18 hours. TTie reaction is 
then purified by column chromatography (siUca, 4:1 hex: EtOAc) to give the title compound as a 
dear oil. MS (APcI) 232 (M+H)*. 

Example 33 

Ethyl 2-methvl-6-n-f6-nhe nvlpYridin-2-vhnethoxv)DhenoxvmethvnberrzQate 
A solution of phenylboronic acid (74.0mg, 0.607 mmoles), ediyl 2-[3-(&s:hloropyridin-2- 
yhnethoxy)-phenoxymethyl]-6-methylbenzoate (250mg, 0.607 mmoles, example 6v), and 
sodium carijonate (77.8mg, 121 mmoles) in 1:1 HiOrAcCN (8 mL) is stirred under vacuum for 
five minutes. The reaction is placed under nitrogen, and tetrakis(triphenylphosphine)- 
palladium(0) (60.7mg) is added followed by heating to 90''C. After two hours, another portion 



wo 00/64876 PCT/USOO/11490 

133 

(ISmg)ofphenylbordnic acid is added. After.another hour heating is stopped. Distilled water 
(10 mL) is added, followed by extraction with methylene chloride (twice with 20 mL). The 
organic extracts are combined and concentrated, and the resulting residue is purified by column 
chromatography (silica, 6:1 hexrEtOAc) to yield the title compound. MS (ESI) 454 (M+H)*.' . 

5 

Example 34 

l-Oxvquinolin-2-vlmethvl chloride 

Partitioned 2-(chloromethyl)quinoline hydrochloride (1.00 g, 4.67 nimoles) between methylene 
10 chloride (15 mL) and sodium hydroxide solution (IM, 15 mL) to form the free base. The 

organic layer is isolated and cooled (O^'C), followed by addition of 3-chloroperbeiizoic acid (57* 
86%, 1.13 g, -4.67 mmoles). After stirring at room temperature 18 hoxirs the reaction mixture is 
washed with dilute sodium hydroxide. The organic layer is isolated and concentrated. The 
resulting residue is purified by colunm chromatogiaphy (silica, 1 : 1 hex:EtOAc) to yield the title 
15 coinpound as a white solid. MS (ESI) 194, 196 (M+H)^ CI pattern. 

Example 35 

{2-f3-fOuinolin-2*vlmethoxy)phenoxymethyn-6-metfavlphenoxy>acetomtri^ 
20 3-((2uinolin-2-ylmethoxy)-phenol (1.3g, 5.4 mmol, example 3), (2-bromomethyl-6-methyI-. 

phenoxy)-acetonitriIe (1.56 g, 6.5 mmol, example 24), tetrabutylammonium iodide (99 mg, 0.27 
mmol) and potassium carbonate (0.45 g, 3.3 mmol) are refluxed in acetone (20 mL) for 16 h. 
The reaction is filtered, washed with dichloromethane, concentrated and purified by column 
chromatograpy (silica, 1% ether in dichloromethane) to provide the tide compound. MS (ESI) 
25 411 (M+H)*. 

The following compounds are prepared using essentially the same procedure used in example 35 
except using the cited phenol in place of 3-(quinolin-2-ylmethpxy)-phenol. 

30 Example 35a 

(2-Methvl-6-r3«fquinolin-2«vlaminomethvlVphenoxvmethvn-phenoxy>>acetonitrile 

r . 

MS (ESI) 409 (M+H)*. Prepared ftt)m 3-(quinolin-2-yIanunomethyI)-phenol (example 10). 
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Example 35b . 

|2-Methvl- 6-r3-f2-quinolin*2-vl-vinvlVphenoxmethvn't)heTO 
5 MS (ESI) 407 (M+H)*. Prepared firom 3-{2-quinolin-2-yl-vmyl)-phenol (example 15). 

Example 35c - 

(2-Methvl- 6-0-r2-fpvridin*2-vloxY)-ethoxyVphenoxmethvI>-phenoxv)-ac^^ 
10 MS (ESI) 391 (M+H)*. Prepared from 3-[2.(pyridin.2-yloxy)-ethoxy]-phenol (example 15a). 

Example 35d 

f2*r3-fBeD 20oxa2ol-2*ylaminomethvlVphenoxymethyn*6-methyl-phenoxv 
15 NMR (300 MHz, CDCI3) 6 7,15 (m, 1 IH), 536 (bs, IH), 5.08 (s, 2H), 4.67 (s, 4H), 237 (s/ 
3H). MS (ESI) 400 (M+H)*. Prepared from 3-(benzooxazoI-2-ylamiiiomethyl)-pheiiol (example 
10c). 

Example 35e 

20 

(2«r3«f4-CMQro- quinolin-2-ylmethoxvmethylVphenoxymethyn-6-methv^ 

NMR (300 MHz, CDCI3) 5 8.22 (d, IH), 8.06 (d, IH), 7.76 (m, 2H). 7.63 (m, IH), 7.32 (m, 
2H), 7.23 (m, IH), 7.13 (m, IH). 7.04 (m, 2H), 6.94 (m, IH), 5.09 (5, 2H), 4,83 (s, 2H), 4.72 (s, 
2H), 4.68 (s, 2H), 2.39 (s, 3H), MS (ESI) 459 (M+H)*. Prepared from 3-(4-chloro-qumolin-2- 
25 ylmetho3ormethyl)-pheiiol (example 74b). 

Example 35f 

■i • . . * 

(2-r3-f6-MethQ xy-qidnolin-2-ylmethoxymethyl)-phenoxvmethyl1-6-meA^^ 
30 acetonitrile 

*H NMR (300 MHz, CDGI3) 5 8.08 (d; IH), 7.96 (d, IH), 7.60 (d, IH), 7.19 (m, 8H), 6.92 (dd, 
IH), 5.07 (s, 2H), 4.84 (s, 2H), 4.71 (s, 2H), 4.66 (s, 2H), 3.93 (s, 3H), 2.39 (s, 3H). MS (ESI) 
455 (M+H)*. Prepared from 3-(6-methoxy-quinolin-2-ylmethoxymethyl)-phenol (example 74c). 
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Example 35g 

. l2-Methvl-6'r3-fq\xinotin- 2-ylmethoxvmethviVDhenoxvm 
Prepared from 3-(qumolin-2-ylmethoxymethyl>phenol (example 74a). 

5 

The following compounds are prepared using essentially the same procediare used in example 35 
except using the cited bromide in place of (2-bromomethyI-6-methyl-phenoxy)-^acetonitrile. 

Example 36a 

10 

. 2>(2'>MethvI-6-r3-fauino Un-2-vlmethoxvVphenoxvmethvl1-phenoxv>-D^ acid methvl 
ester 

MS (ESI) 457 (M+H)*. Prepared using methyl 2-(2-bromomethyl-6-methxI-phenoxy)- . 
propionate (example 24c). 

15 

Example 36b 

(2,4-Dichlo ro>6-r3'fqumolin-2-vhnethoxvVphenoxvmethvlVphenoxv>-a^^ 
MS (ESI) 465 (M+H)*,Cl2 pattern. Prepared from (2-bromomethyl-4,6-dichlon>-phenoxy> 
20 acetonitrile (example 24a) 

Example 36c 

(4-CMoro> 2-methvl-6'r3-fquinolin-2-vlmetfaoxvVphenoxvmethvn-phenoxv)acetoni^ 
25 MS (ESI) 445 (M+H)*. Prqpared from (2-bromomethyl-4-chloro-6-methyl-phenoxy)-acetonitrile 
. (example 43). , 

Example 36d 

30 (2>tert'But vl-6-r3-fquinolin'2-vbnethoxv)-phenoxvmethyl1-phenoxv>'acetonitrile 

MS (ESI) 453 (M+H)*. Prepared from (2-bromomethyl-6-tert-butyl-phenoxy)-acetonitrile 
(example 43a). 



Example 36e 
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(4-CMoro- 2-methoxv-6-f3-(quinolin"2-yImethoxy)-phenoxmethvl1-Dhenoxv^acetom^ . 
MS (ESI) 461 (M+H)*, CI pattern. Prepared from (2-bromomethyl-4<hloro-6-methoxy- 
phenoxy)-acetonitrile (exainple^4b). 
• 5 . ■ 

Example 36f 

2«r3-fOuinolin-2-vlmethoxyVphenoxvmethvn-ben2onitrile 

MS (ESI) 386 (M+H)*. Prepared from 2-bromomethyl-behzonitrile (example 27d). 

10 

Example 36g 

Methyl 2-r3 -fOiiinoIm-2-vbnethoxvVphenoxvmethyn-thiophene-2-carfao^ 
MS (ESI) 406 (M+H)*. Prepared from metfiyi 3-bromomethyI-thiophene-2-carboxylate 
15 (example 27e), 

Example 36h 

Ethyl 1 2- methvl-6*r3-(qidnolin-2*ylmethoxvVphenoxvmethylVphenoxvl-a^ 
20 MS (ESI) 457 (M+H)*. Prepared from ethyl (2-bromomethyl-6-methyl-phenoxy>-acetate 
(example 43b). 

Example 36i 

25 Ethyl 7-r3-fquinolm-2-ylmethoxyVphenoxymethyn-ben2ofban-2'<^ 
^ MS (ESI) 354 (M+H)*. Prepared from ethyl 7-bromomethyl-ben2ofuran-2-carboxylate (exanqjle 
94). . 

Example 36j 

30 

Ethyl (2*methvl- ^r3-methyU5-(quinolin«2-yhnethoxy)-phenoxymethylVphenoxy)*acet^^ 
The title compound is prepared using essentially the same procedure used in example 35 except 
using 3-methyl-5-(quinolin-2-ylinethoxy>phenol (example 55) in place of 
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3- (quinoIin-2-ylmethoxy)-phenol and ethyl (2-bromomelhyl^Tnethyl-phenoxy).acetate 
(example 43b) in place of (2-bromomethyl-6-methyUphenoxy Vacetonitiile. 

The following compounds are prepared using essentially the same procedure used in example 35 
5 except using the cited phenol in place of 3-(quinoIin-2-ylmethoxy)-phenol and (2-bromomethyl- 

4- chloro-6-methyl-phenoxy)-acetonitrile (example 43) in place of (2-bromomethyl-6-methyl- 
phenoxy)-aceionitrile. 

Example 36k 

10 

{4-Chloro-2>meth yl-6-r3-f2-Dvridin-2-vl-ethoxy)-phenoxvmethvn-phen^ 

*HNMR(300 MHz, CDCI3) 5 8.56 (d, IH), 7.62 (m, IH), 7.30 (m, IH), 7.18 (m, 3H), 6.57 (m, 

4H), 4.99 (s, 2H), 4.67 (s, 2H), 4.36 (t, 2H), 3,27 (t, 2H), 2.36 (s, 3H). MS (ESI) 409 (M+H)*. 

Prepared from 3-(2-pyridin-2-yl-ethoxy)-phenol (example 71a). 

15 • ^ • ■ . 

Example 361 

(2-r3-(Ben zooxazoI"2>vlaminomethvl)-phenoxvmethvn-4<hlon)-6-me^^ 
acetonitrile 

20 >H NMR (300 MHz, CDCI3) 5 7.14 (m, lOH), 5.35 (bs, IH), 5.04 (s, 2H), 4.67 (d, 2H), 4.63 (s, 
2H), 2.34 (s, 3H). MS (ESI) 434 (M+H)*. Prepared from 3-(benzooxazol-2.ylaminomethyl> 
. phenol (example 10c). 

Example 37 

.25 

2-r3-f2>Chl oromethvI-benzyloxvVphenoxvmethvn*quinoline 

The title compound is prepared using essentially the same procedure used in example 35 except 
using excess 1,2-bis-chIoromethyl-benzene in place of (2-bromomethyl-6-methyl-phenoxy)- 
acetonitrile and without using tetrabutylammonium iodide. MS (ESI) 390 (M+H)*, CI pattern, 

30 

Example 38 



f 2-r3-f Ouin oHn-2-vlmethoxv)-phenoxvmethvn'phenyl ) -acetonitrile 
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Sodium cyanide (14 mg, 0.28 mmol) is added to a solution of 2-[3-(2-chloromethyl-ben2yIoxy)- 
phenoxymetiiylj-quinolme ( 110 mg, 028 mmol, example 37) in DMSO (5 mL) and the reaction 
is stirred 5 h. The reaction is partitioned between water and ethyl acetate, the organic phase is 
washed with water, dried and concentrated to provide the title compound which is used without 
5 further purification. MS (ESQ 381 (M+H)*. . 

Example 39 . 

(2«f3-fOuinoxalin-2-vlmethoxv)phenoxmethvl1-6*methylphenoxv}acetonitrile 
10 A solution of (2-[3-hydroxyphenoxymethyl]-6-methylphenoxy)acetonitrile (100 mg, 0.37 mmol, 
example 25), quinoxalin-2-ylmethyl chloride [72 mg, 0.40 mmol (See Chem, Ber, 1987, 720, 
649-65 1)] in DMF (1 mL) is heated with potassium carbonate (105 mg, 0,75 mmol) at 60 ''C for 
16 L The reaction is filtered and partioned between ethyl acetate and water. The organic phase 
is washed with water, dried over magnesium sulfate, concentrated and purified by column 
15 chromatography (silica, 30% ethyl acetate in hexanes) to provide the tide compound. MS (ESI) 
412 (M+H)*. 

The following compounds are prepared using essentially the same procedure used in example 39 
except using the cited halide in place of quinoxalin-2-ylmethyl chloride. 

20 

Example 39a 

(2-r3-(7-Chloro*isoqidnolin-3«vlmethoxvVphenoxymethvn-6'methvl-phenoxy>-ace^^ 

MS (ESI) 445 (M+H, CI pattern)*. Prepared from {2-methyl-6-[(3.-hydroxy-phenoxy)-methyl]. 

25 phenoxyl-acetonitrile (example 25) and (7-chl6ro-isoqumolin-3-yl) methyl bromide (see Ewing, 
William R.; Becker, Michael R.; Choi-Sledeski, Yong Mi; Pauls, Heinz W.; He, Wei; Condon, 
Stephen M.; Davis, Roderick S.; Hanney, Barbara A.; Spada, Alfred P.; Bums, Christopher J.; 
Jiang, John Z.; Li, Aiwen; Myers, Michael R.; Lau, Wan F.; Poll, Gregory B; Substituted 
piperazinone derivatives and other oxoazaheterocycfyl compounds usefid as factor Xa inhibitors. 

30 PCT Int. AppU (1999), WO 9937304. 



Example 39b 
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(2«Methvl-6-r3«faaDhthalen'2-vlmethoxvVphenoxmethyl1-phenoxv>«acetom^ 
MS (ESI) 4 1 0 (M+H)*. Prepared fifom.nap]thaIen-2-ylmethyl chloride. 

Example 39c 

5 

{2-r3^4*tert-Butvl-ben2yloxvVphenoxvmethvlV6-methyl-phenoxv)-acetonitriIe 
MS (ESI) 416 (M+H)*. Prepared from 4-/er/.butylben2yl chloride. 

Example 39d 

10 

{2-Methvl-6-r3-f2-phenoxy-ethoxyVphenoxymethvn-phenoxy>-acetonitrile 
MS (ESI) 390 (M+H)*. Prepared from 2-phenoxy-ethyl-bromide. 

Example 39e 

15 ' ' 

. (2*Methvl-6'r3'<3-phenyl-proTX)xyVphenoxymethyl1-phenoxy>>acetonit^ 
MS (ESI) 388 (M+H)*. Prepared from 3-phenyl-propyI bromide. 

Example 39f 

20 

{2-Methyl-6-r3"(3>pheiioxy"b€iizyloxy)-phenoxvmethylVphenoxy>-acetomtrik 
MS (ESI) 452 (M+H)*. Prepared from 3-phenoxy-benzyl chloride. 

Example 39g 

25 

(2-r3-f3'Methoxy-benzyloxyVphenoxymethyll-6-methyl-phenoxy>"acetonitriIe 
MS (ESI) 390 (M+H)*. Prepared from 3-methoxy.ben2yl chloride. 

Example 39h 

30 

(2-r3*f3,4>Dichloro-benzvloxy)'phenoxvmethyn«6-methyI-phenoxy>«acetonitrile 
MS (ESI) 428 (M+H)*. Prepared from 3,4-dichloro-ben2yl chloride. 



Example 39i 
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(2«r3-f6J-Difiuoroquinolm'2'ylmethoxv)phenoxymethvn"6"methyI-phenoxv}aceton^ 

MS (ESI) 446 (M+H)*. Prepared from 6,7-difluoroquinoIin-2-ylmethyl chloride (example 27). 

S Example 39j 

(2-r3-(6,8-DifluoroqximoIin-2-ylmetfaoxy)phenoxymethvlV6-methvbheTO 

MS (ESI) 446 (M+H)*. Prepared from 6,8-difluoroquinolin-2-ylmethyl bromide (example 27a). 

10 Example 39k 

(2-Methvl«6«r3«fl-oxvquinolin*2-ylm[ethoxy)phenoxvmetfavnphm^ 

MS (ESI) 427 (M+H)*. Prepared from l-oxyquinolin-2-ylmethyl chloride (example 34). 

15 Example 391 

(2-r3'f6'FluoroquinoIin-2-vImethoxv)phenoxvmetfavI1*6«methvlphenoxv)ac^ 

MS (ESI) 429 (M+H)*. Pr^ared from 6-fluoroquinolin-2-ylmethyl bromide (example 27b), 

20 Example 39in 

f2-Methvl-6-f3-fl-methvl-4K)xo-l,4HiihYdroquinolin-2-yhnethoxy)phe 
phenoxv! acetonitrile 

MS (ESI) 441 (M+H)*. Prepared from l-methyI-4-oxo-l,4-dihydroquinolin-2-yhnethyl bromide 
25 (example 29). 

Example 39n . 

{2*r3-(4<:hloroquinolin-2-vhnethoxv)phenoxymethvl1-6-methvlphenoxv>a^ 
30 MS (ESI) 445 (M+H)*. Prepared from 4-chloroquinolin-2-ylmethyl chloride (example 46). 

Example 39o 

(2»r3«(7«Chloroquinolin-2-ylmethoxv)phenoxvmethvn-6-methvlphenoxv)acetonitrile 
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MS (ESI) 445XM+H)*, Prepared from 7-chloroqiiinolin-2-ylmethyI chloride (example 46a). 
. Example 39p 

5 (2-r3-f6-MethoxvquinoIm-2-ylmethoxy)phenoxymethyn«6-methvlphenoxv) 

MS (ESI) 441 (M+H)*. Prepared from 6-methoxyquinolin-2-ylmethyl chloride (example 46b). 

Example 39q 

10 f 2-Methyl"6-r3-( PVTidin-4"ylmethoxvVphenoxvmethyn'Phenoxy ) -acetonitrile 

'H NMR (300 MHz. CDCI3) 5 8.62 (bd, 2H), 7.24 (m, 6H), 6.62 (m, 3H), 5.08 (s, 2H), 5.06 (s, 
2H), 4.70 (s, 2H), 2.39 (s, 3H). MS (ESI) 361 G^+H)^ Prepared from 4^hloromethyl-pyridme 
hydrochloride. 

15 Example 39r 

f2-Methvl-6»D«(pvridm-2-ylmethoxyVt)henoxvmethylVphenoxy>*acetom 

NMR (300 MHz, CDCI3) 5 8.60 (d, IH), 7.72 (m, IH), 7.52 (d, IH), 7.21 (m, 51^^ 
3H), 5.20 (s, 2H), 5.04 (s, 2H), 4.69 (s, 2H), 2 J9 (s, 3H). MS (ESI) 361 (M+H)*. Prepared from 
20 2-chioromethyI-pyridiiie hydrochloride. 

Example 39s 

(2-Methyl-^r3Tfpvridin-3-yhnethoxyVphenoxymethyn-phenoxyi*acetomti^ 
25 /H NMR (300 MHz. CDCI3) 5 8.68 (bs, IH), 8.59 (bd, IH), 7.78 (m, IH). 7.24 (m. 5H), 6.63 (m. 
3H), 5.07 (s, 2H), 5.06 (s, 2H). 4.70 (s, 2H), 2.39 (s, 3H). MS (ESI) 361 (M+H)*. Prepared from 
3-chloromethyl-pyridine hydrochloride. 

Example 39t 

30 ' . 

' (2-r3-f6J-Dichlon>K]uinolin-2-ylmethoxyVpherioxymethyn'6-methyl-phenoxv 
*H NMR (300 MHz. CDCI3) 5 8.20 (s, IH), 8.10 (d, IH), 7.94 (s. IH), 7.70 (d, IH). 720 (m, 
4H), 6.65 (m. 3H), 5.34 (s, 2H). 5.05 (s, 2H), 4.69 (s, 2H), 2.38 (s, 3H). MS (ESI) 479 (M+H)*, 
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Prepared from 6,7-dichloro-2-chioroinethyl-quinoline (example 27f). 
Example 39u 

5 (2-Methvl-6-r3-(2-Dhenvl-thia2ol-4-ylmethoxY)-phenoxvmethvlVph^ 

MS (ESI) 443 (M+H)^ Prepared from 4^hloromediyl.2-phenyl-thiazole (example 20). 

The following compounds are prepared using essentially the same procedure used in example 39 
except using the cited phenol in place of (2-[3-hydroxyphenoxymethyl]-6- 
10 methylphenoxy)acetonitrile and 6-fluoroquinolin-2-ylmethyl bromide (example 27b) m place of 
quinoxalin-2-ybnethyl chloride. 

Example 40a 

15 ( 4-<3iloro«2-r3-(6-fluoroquinolin"2-y lmethoxv')phenoxvmethvn-6-methvfohenoxv acetonitrile 
MS (ESI) 463, 465 (M+H)*, CI pattern. Prepared from (2-[3-hydroxyphenoxymethyl]-4-chloro- 
6-methylphenoxy)acetonitrile (example 25a). 

Example 40b . 

20 

(2,4-Dichloro-6*r3«(6-fluoroquinolin-2-vlmethoxv')phenoxvmethvl1phenoxv)acetonitrile 
MS (ESI) 483, 485, 487 (M+H)*, Ch pattern. Prepared frdm [4,6-dichloro-2-(3-hydroxy. 
phenoxymethyl)-phenoxy]-acetonitrile (example 25b) 

25 Example 41 

{2-Methvl-6-r3-(q\unolin-2'VlaminomethYlVphenoxvmethvn*phenoxv)-aceticacid 
To a solution of {2-methyl-6-[3-(qiuiiolin-2-ylaminomethyl)-phenoxymethyl]-phenoxy}- 
acetonitrile (134 mg, 0.3 1 mmol, example 35a) in methanol (1 mL) is added THF (1 mL) 
30 followed by sodium hydroxide solution {02 mL, 10 N). The resulting mixture is warmed to 60 
°C and stirred at this temperature for 3h. The reaction mixture is then cooled to room temperature 
and acidified to ca. pH 5 vnth hydrochloric acid (1 mL, 2N), then extracted with ethyl aceute, 
washed with brine, dried over MgS04 and concentrated. The residue is purified by flash 
chromatography (silica, 10% methanol in dichloromethane) to give the.title compound. NMR 
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(300 MHz, CDCb) 5 8.10 (d. IH), 7.80 (d. IH), 7.68 (t, 2H), 7.40 (t. IK), 7.25 (m. 2H), 7.04 (m, 
3H). 6.90 (m, 31^, 6.6 (bs. IH), 5.15 (s, 2H), 4.60 (d, 2H). 4.50 (s, 2H), 2.27 (s, 3H). MS (ESI) 
429 (M+H)*. 

The following compounds are prepared using essentially the same procedure used in example 41 
except using the cited nitrile or ester in place of {2-methyl-6-[3-(quinoIin-2-yiaminomethyl)- . 
phenoxymethyl]-phenoxy}-acetonitrile. 

Example 41a 

(2-Methvl-6-r3-f2-ouino lin-2-vl-vinvl>-Dhenoxvmefcvn-phenoxv>-aceticacid 
. 'H NMR (300 MHz. DMSO) d 838 (d. IH), 8.01 (d, IH). 7.97 (d, IH). 7.89 (d, IH), 7.83 (d, 
IH). 7.78 (dt. IH), 7.59 (dt, IH), 7.53 (d, 1H),7.44 (bd, IH), 7.36 (m, 3H),- 725 (bd, IH), 7.1 1 
(t, IH), 7.02 (dt, IHX 5.25 (s, 2H), 4.54 (s, 2H), 232 (s, 3H). MS (ESI) 426 (M+H)*. Prepared 

from {2-methyl-6-[3-(2-quinolin-2-yl-vinyl)-phcnoxymethyI]-phenbxy}-acetomt^^ (wcample 
35b). 

Example 4ib 

(2-Methvl-6-(3-r2-fDvridin -2-vloxvVethoxv1ohenoxmethvn-phenoxvVaceticaeid 
•H NMR (300 MHz, DMSO) d 8.17 (dd, IH). 7.72 (m, IH), 7.29 (dd. IH). 720 (m, 2H). 7.07 (t, 
IH). 6.99 (m. IH), 6.85 (d, IH), 6.60 (m, 3H), 5.13 (s, 2H), 4.57 (t. 2H), 4.49 (s, 2H). 430 (t, 
2H), 228 (s. 3H). MS (ESI) 410 (M+H)*. Prepared from (2-methyl-6-{3-[2-(pyridin-2-yIoxy> . 
ethoxy]-pheno:qrmethyl}-phenoxy)-acetonitrile (example 35c).- 

£xample41c 

{2-r3-f7-Chloro-isoQuin olin-3-vlmethoxv)-phenoxvmetfavn-6-metfayl-phenoxv>-acetic acid 

'H NMR (300 MHz. CDCI3) 5 9.13 (d, IH). 7.96 (s. IH). 7.79 (s. IH). 7.74 (d, IH). 7.65 (d. IH). 

7.30 (d, IH), 7.20 (d. IH), 7.10 (m, 2H). 6.81 (s, IH). 6.62 (d. IH). 6.49 (d, IH). 525 (s. 2H). 

5.16 (s, 2H), 4J9 (s, 2H), 237 (s. 3H). MS (ESI) 464 (M+H. CI pattem)*. Prepared from {2.[3-. 

(7<hloro-isoqumolin-3-ylmethoxy)-phenoxymethyl>6-methyl-phenoxy}-acetonitrile (example 
39a). 
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Example 41d 

{2'Methvl-6'r3'(naphthaIen'2-Ylmethoxv)-phenoxymethvn-phenoxv) -acetic acid 
5 *H NMR(300 MHz, CDCI3) 8 8.00 (m, 3H), 7.48 (dd, IH), 7.43 (m, 2H), 723 (m, 2H), 7.16 (m, 
2H), 7.05 (t, IH), 6.62 (m, IH), 6.55 (m, 2H). MS (ESI) 429 (M+H)*. Prepared from {2.methyl- 
6-[3-(naphthaIen-2-ylmethoxy>phenoxymethyl]-phenoxy}-acetomtrile (example 39b). 

Example 41e 

10 

{2-r3H^4-ten-Butyi*beiizvloxv)-phenoxvmethyn-6-methvI-phenoxv)-aceti acid 
*HNMR (300 MHz, CDGI3) 5 7.38 (m, 3H), 7.27 (m, 2H), 7.24 (d, IH), 7.17 (d, IH), 7.10(d, 
IH), 6.59 (m, 3H), 5.07 (s, 2H), 4.98 (s, 2H), 4.57 (s, 2H), 2.33 (s, 3H), 1.33 (s, 9H). MS (ESI) . 
435 (M+H)*. Prepared from {2-[3-{4-/err-butyl-benzyloxy>phenoxymethyll-6-methyl- 
15 phenoxy}-acetonitrile (example 39c). 

Example 41f 

(2-Methvl-6-r3*f2-phenoxv*ethoxy)-phenoxymetfaylVphenoxy>-acetic acid 
20 'H NMR (300 MHz, CDCI3) 5 7.03-7.33 (m, 6H), 6.95 (m, 3H), 6,57 (m, 3H), 5.07 (s, 2H), 4.55 
(s, 2H),4.29 (m, 4H), 2.33 (s, 3H), MS (ESI) 409 (M+H)*. Prepared from {2-methyl-6.[3-(2- 
phenoxy-ethoxy)-phenoxymethyl]-phenoxy}-acetonitrile (example 39d), 

Example 4ig 

25 

(2-Methvl-6-f3-(3-phenyl-propoxyVpfaenoxvmethyn*phenoxv)-acetic acid ■ 
*H NMR (300 MHz, CDCI3) 5 7.07-7.41 (m, 9H), 6.54 (m, 3H), 5.08 (s, 2H), 4.58 (s, 2H), 3.94 
(t, 2H), 2.80 (t, 2H), 2.34 (s, 3H), 2.09 (qn, 2H). MS (ESI) 407 (M+H)*. Prepared from {2- 
. methyl-6-[3-(3-phenyl-propoxy)-phenoxymethyl]-pheiioxy}-acetonitrile (example 39e). 

30 

Example 41h 

(2-MethvU6-r3-(3-phenoxY-benzvloxv)-phenoxvmethvlVphenoxv>-acetic acid 
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*H NMR (300 MHz, CDCI3) 6 731 (m, 4H), 7.06-7.25 (m, 6H), 7.01 (m, 2H), 6.94 (m, IH), 6.57 
(tn, 3H), 5.06 (s, 2H), 4.99 (s, 2H), 4.56 (s, 2H), 2.33 (s, 3H). MS (ESI) 471 (M+Hf . Prepared 
from {2-methyI-6-[3-(3-phenoxy-beirzyloxy)-phenoxymethyl]-phenoxy}-a^ (example 
39f). 

5 

Example 41 i 

(2-r3-(3-Methoxv-benzvloxvVphenoxvmethvn-6-methvl-phenoxv)-acetic acid 
MS (ESI) 409 (M+H)*. Prepared from {2-(3-(3-methoxy-benzyloxy)-phenoxymethyl]-6-methyl- 
1 0 phenoxy}-acetonitrile (example 39g). 

Example 41j 

(2>r3-(3.4-bichlorD*benzyloxyVphenoxvmethvn-6-methvl-pheho3^ 
15 *H NMR (300 MHz. CDCI3) 5 7.60 (d, IH), 7.51 (d, IH), 7.30-7J8 (m. 2H), 7.28 (d, IH), 7,23 
. .(d, IH), 7.17 (d, IH), 6.66 (m, 3H), 5.16 (s, 2H), 5.05 (s, 2H), 4.65 (s, 2H), Z42 (s. 3H). MS 
(ESI) 447 (M+H)*. Prepared from {2-[3-(3,4-dicUoro-beiizyloxy)-phenoxymethyl]-6-methyl- 
phenoxy}-acetonitrile (example 39h. 

20 ' 
Example 41k . 

(2«r3-(6J-Difluoroqmnolin-2-vlmethoxy)pheaoxYmethvn-6-methvlphenoxy>^^ 
. m.p. 94.95 -C. 'H NMR (300 MHz, CDCI3): 6 8.10 (d, IH), 7.73 (m, IH), 7.56 (d, IH), 7.44 (d, 
25 IH), 729 (s, IH), 7.18 (m, IH), 7.08 (m, 2H), 6.79 (s. IH), 6.61 (d, IH), 6.51 (m, IH), 531 (s; 
2H), 5.15 (s, 2H), 4.61 (s, 2H), 235 (s, 3H). MS (ESI) 466 (M+H)*. Prepared from {2.[3-(6.7- 
difluorpquinolm-2-ylmethoxy)phenoxymethyl]-6-methyl-phenoxy}a^ (example 39i). 

Example 411 

30 . 

(2-f3-f6,8-DifluoroquinoIm-2-vlmethoxy)phenoxvmetfavl1-6-metfavlphenoxy>aceticacid 

m.p. 137-141 'C. 'H NMR (300 MHz, CDCI3): 5 8.16 (d, IH), 7.79 (d, IH). 729-7.05 (m, 6H), 
6.71 (s, IH), 6.61 (m, 2H), 5.53 (s, 2H), 5.10 (s, 2H). 4.57 (s. 2H), 2.33 (s, 3H). MS (ESD 466 
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(M+H)*. Prepared from {2-[3-(6,8-difluoroquinolin-2-ylmetho;qr)phenoxymelhyl]-6- 
methylphenoxy}acetonitrile (example 39j). 

Example 41m 

{2-Methvl-643-fl-oxvQm nolin-2-vlmethoxvk>henoxvmethvnDhenoxv>aceticacid 
m.p. 146-147 »C. 'H NMR (300 MHz, CDClj): 6 8.73 (d, IH). 8.01 (m. IH), 7.93 (m. IH), 7.89 
(m, IH), 7.70 (m, IH). 7.55 (d. IH). 7.26 (m. 2H), 7.01 (m, 2H), 6.75 (m, 3H), 5.69 (s, 2H), 526 
(s, 2H), 4.47 (s, 2H), 224 (s, 3H). MS (ESI) 446 (M+H)*. Prepared from {2-methyl-6-p-(l- 
oxyquinolin-2-ylmcthoxy)pheno3qrmethyl]phenoxy}-acttomtrile (example 39k). 

Example 41n ' 

(2-r3-(6-ntioroQmnQlin-2 -vlmetfaoxv'tohenoxvmeAvn-6-methYlphenoxY} Meri 
m.p. 16&.161 -C. 'H NMR (300 MHz, CDCI3): 5 8.17 (m, 2H), 7.72 (d, IH), 7.48 (m, 2H), 727 
(m, IH), 7.19 (d, IH), 7.08 (m, 2H), 6.63 (s, IH), 6.62 (d. IH), 6 J3 (d, IH), 535 (s, 2H), 5.14 
(s, 2H), 4.61 (s, 2H), 2.34 (s, 3H). MS (ESI) 448 (M+H)*. Prepared from {2.[3-(6- 
fIuon)quinolin-2-ylmethoxy)phenoxymethyl]-6-mediylphenoxy}acetoiiitriIe (ex 391). 

Example 4lo . 

{2-Methvl-6-r3-<'l-metfavl ^xo-l ■4-dihvdroouinolin-2-vlmethoxv)phen6xvmethvn- 
phenoxvVacetic acid 

m.p. 192.194»C. 'HNMR (300 MHz, 1:1 CDCI3: CD3OD): 8 829 (m, IH), 7.76 (m, 2H), 7.41 
(m, IH), 725-6.92 (m, 4H), 6.81-6.41 (m, 4H), 5.11 (m, 4H), 4.39 (s, 2H), 3.88 (s, 3H). 227 (s. 
3H). MS (ESp 460 (M+H)*. Prepared from {2-methyl-6-[3-(i.methyl-4-oxo-l,4- 
dihydroqumolm-2-ylmethoxy)phenoxymethyl]phenoxy}acetonitrile (example 39m). 

Example 41p 

(4-Chloro-2-r3-('6-fluor oqumolin-2-vlmethoxv'>phenoxvmethvl1-6-medivlDhenoxv)acericacid 
m.p. 140-141»C. 'HNMR (300 MHz, 5:1 CDClj: CD3OD): 5 820 (d, IH), 8.07 (m, IH), 7.69 
(d, IH), 7.50 (m, 2H), 725 (s, IH), 7.16 (m, IH), 7.1 1 (s, IH), 6.67 (s, IH), 6.60 (m, 2H), 5 JO 
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(s. 2H). 5.07 (s, 2H). "4.24 (s, 2H), 2.25 (s, 3H). MS (ESI) 482, 484 (M+H)*, CI pattern. 

Prepared fix)m {4K:Woro-2-[3-(6-fluoroquinoUn-2-yimethoxy)phenoxymethyl]-6- 
methyiphenoxy}acetonitrile (example 40a). 

. 5 . Example 41q 

{2.4-DicMoro-6-r3-f6-fluorQquiriolin-2-vlm ethoxv)DhenoxvmethvnphenoxvlaceticM^^ 
m.p. 189.190»C. 'H NMR (300 MHz, 5:1 CDCI3: CD3OD): 5 822 (d, IH), 8.O7 (m. IH), 7.73 
(d, IH), 7.52 (m, 2H). 7.35 (m. 2H), 721 (m, IH), 6.72 (s, IH), 6.65 (m. 2H). 5.34 (s, 2H), 522 
10 (s, 2H), 4.68 (s. 2H). MS (ESI) 502, 504, 506 (M+H)*. CI2 pattern. Prepared from {2.4- 

dicWort>-6-[3-(6-fluoroquinolin-2-ylmethoxy)phenoxyinethyl]phenoxy}acetonitrile (example 
40b). 

Example 41r . 

15 

{2-Methyi-6-r3-Q-Tmidin- 2-vl-efeoxvVDhenoxvmethvl1-phenoxv>-aceticadd 
'HNMR (300 MHz, DMSO) d 8.50 (d. IH), 7.73 (dt. IH). 7.36 (d. IH). 720 (m, 4H), 7.04 (m. 
IH), 6J8 (m, 2H), 6J0 (d. IH), 5.77 (s. 2H). 5.15 (s, 2H), 435 (m, 4H), 320 (t, 2H), 225 (s, 
3H). MS (ESI) 394 (M+H)*. Prepared from {2-methyl-6-[3-(2-pyTidin-2-yl-ethoxy)- 
20 phenoxymethyl]-phenoxy}-acetonitrile (example 21). 

Example 4Is 

. j2-n-fOuinolip-2-vlmeth oxv)phenoxvmethvn-6-methviphenoxv^acetic acid 
25 m.p. 154-157 »C; 'HNMR (300 MHz, CDCI3) 5 825 (d, IH), 8.19 (d, IH). 7.81 (d, IH), 7.77- 
7.70 (m, 2H). 7.60-7.55 (m, IH). 7.27 (dd. IH), 7.18 (d, IH), 7.13-7.04 (m, 2H), 6.85 (t, IH), 
6.61 (dd, IH), 6.53 (dd, IH), 5.40 (s, 2H), 5.18 (s, 2H). 4.62 (s, 2H), 235 (s. 3H); MS (ESI) 430 
(M+H)^ Prepared from {2-(3-(qumolin.2-ylmethoxy)phen(»cymethyl]-6- 
methylphenoxy}acetonitrile(example.35). 

30 

Example 41t 



(2-Methvl-6-r3.rouinoxal in-2-vlmethoxvV-phenoxvmethvn-phenoxv>-aceticacid 
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'H NMR (300 MHz, DMSO-d«) 5 9.07 (s, IH), 8.14-8.05 (m, 2H), 7.87-7.82 (m, 2H), 7.19-7.05 
(m, 3H), 6.97-6.92 (m, IH), 6.77 (s, IH), 6.67-6.57 (m, 2H). 5.41 (s, 2H>, 5.19 (s, 2H), 4.10 (s, 
2H), 221 (s, 3H); MS (ESI) 431 (M+H)*. Prepared from {2-[3-(qumoxalin-2-ylinethoxy)- 
phenoxymethyI]-6-methylphenoxy}acetonitrile (example 39). 

5 • 

Example 41a 

2-|2-MethY l-6^r3-(oiiinolin-2-vlmethoxv>-phenoxvmethvn-phenoxv>-propionic acid 
•h NMR (300 MHz, DMSO-d*) d 8.40 (d, IH), 7.99 (dd, 2H). 7.77 (dd, IH), 7,67-7.58 (m, 2H), 
10 722-7.10 (m, 3H), 6.98 (dd. \H), 6.73 (s, IH), 6.60 (dd, 2H), 5 J3 (s, 2H), 5.19 (dd. 2H). 4.40- 
4.34 (m, IH), 224 (s, 3H), 1 J5 (d, 3H); MS (ESI) 444 (M+H)*. Prepared from methyl 2-{2- 
methyl-6-[3-(qumolin-2-ylmethoxy)-phaioxymethyl]-phenoxy}-propionate (ecample 36a). 

Example 41v 

15 ■ 

(2.4-DicMoro-6-r 3-fQuinolin-2-vlmethoxv)-phenoxvmethvn-phenoxv)-aceticaGid 
m.p. 201-203 'C; 'H NMR (300 MHz, DMSO-d«) "d 838 (d, IH). 7.98 (dd. 2H). 7.76 (dd. IH), 
7.66-7J7 (m, 2H), 7.54 (d, IH), 739 (d, IH), 7.18 (dd. IH). 6.75 (s. IH). 6.66-6.61 (m, 2H), . 
5 J3 (s, 2H), 5.28 (s. 2H), 4.48 (s, 2H); MS (ESI) 484. 486 (M+H; CI2)*. Prepared from {2,4- 
20 dicMoro-6-[3-(quinoIin-2-ylmetho:qf)-phenoxymethyI]-phenoxy}-acetonitrile (example 36b). 

Example 41w 

( 4-ailoro- 2-medivl-6-D-(oumolin-2-vlmethoxy)-phenoxvmethvnTPhenoxv>acetic acid 
25 'H NMR (300 MHz, CDCI3) 5 8.37 (d, IH), 8.02 (d, IH). 7.93 (d, IH), 7.78-7.70 (m. 2H), 7.60 
(t, IH), 724-7.15 (m. 3H). 6.75 (s, IH), 6.66-6.61 (m, 2H). 5.34 (s, 2H), 5.14 (s, 2H), 427 (s, 
2H). 229 (s, 3H); MS (ESI) 464 (M+H)*. Prepared from {4-chloro-2-methyl-6-[3-(quihoUn-2- 
ylmethoxy)-phenoxymethyl]-phenoxy}acetomtrile (example 36c). . 

30 Example41x 

(2-tert-But vl-6-f3-(Quinolin-2-vlmethoxvVphenoxvmethvn-phenoxy) -acetic acid 
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'H NMR (300 MHz, CD3OD) d 8.33 (d, IH), 8.01 (d. IH), 7.90 (d, IH), 7.80-7.55 (m, 3H), 735 
' r7.28 (m, 2H), 7.15-7.01 (m, 2H)*, 6.71 (s, IH). 6.60 (d, 2H), 5.40 (s, 2H), 5.10 (s, 2H), 4.40 (s, 
2H), 1.41 (s, 9H); MS (ESI) 472 (M+H)*. Prepared from {2.tert-butyl-6-[3-(quinolin-2- 
ylmethoxy)-phenoxymethyl]-phenoxy}-acetonitrile (example 36d). 

.5 

Example 41y 

(4«ChIoro-2-methoxv-6-r3-(qmnolin-2-vlmethoxyVphenoxymethvn-phenoxv>-a^ acid 
10 MJP. 185-190 »C, 'H NMR (300 MHz, DMSO) d 8.45 (d, IH), 8.04 (t, 2H), 7.82 (t, IH), 7.71- 
7.76 (m, 2H), 7.23 (t, IH). 7.13 (d. IH),' 7.02 (d, IH), 6.77 (d, IH), 6.71-6.67 (m, 2H), 538 (s, 
2H), 528 (s, 2H), 4.62 (s, 2H), 3.86 (s, 3H); MS (EST) 480 (M+H)*. Prepared from {4-chloro-2. 
methoxy-6-[3-(quinolin-2-ylmethoxy)-phenoxymethyl]-phenoxy}-acetoni^^ (example 36c). 

15 Example 41z 

2-r3-(Ouinolm-2-ylmethoxv)-phenoxymethvn-ben2oic acid 

'H NMR (300 MHz, CDCI3) 5 8.13 (d, IH), 8.03 (d, IH), 7.79 (d, IH), 7.70-7.41 (m, 5H), 7.10 ! 
(t, IH), 6,67 (s, IH), 6.58 (d, 2H), 5.51 (s, 2H), 536 (s, 2H); MS (ESI) 386 (M+H)*. Prepared 
20 from 2-[3-(quinplin-2-ylmethoxy)-phenoxymethyl]-ben2onitrile (example 36f). 

Example 41aa 

2-r3-fOuinolin-2-vlmethoxyVphenoxvmethvll-tfaiophene-2-carboxvlic acid 
25 ^H NMR (300 MHz, CD3OD) d 836 (d, IH), 8.04 (d, IH), 7.94 (d, IH), 7.78 (t, IH), 7.70 (d, 
IH), 7.61 (t, IH), 7.48 (d, IH), 7,13-7.19 (m, 2H), 6.70 (s, IH), 6.61 (dt, 2H), 5.46 (s, 2H), 532 
(s,2H); MS (ESI) 392 (M+H)*. Prepared from methyl 2-[3-(quinolin-2.ylmethoxy)- 
phenoxymethyI]-thiophene-2-carboxylate (example 36g). 

30 Example 41ab 

(2-r3-fOxiinolin-2rvlmethoxY)-phenoxvmethvn-phenvU -acetic acid 
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'H NMR (300 MHz, CDClj) 5 8.20-8. 1 i (m, 2H), 7.83-7.52 (m, 4H), 7.40-7.27 (m, 4H), 7. 1 8- 
7.10 (m, IH). 6.67-6.46 (m, 3H), 5.35 (s. 2H), 5. 12 (s, 2H), 3.76 (s, 2H); MS 400 (M+H)*. 
Prepared from {2-[3-(quinolin-2-ylmethoxy)-phenoxymethyI]-phenyl}-acetonitrile (example 38). 

5 . Example 41ac 

(4-Chloro-2-met hyl-6-f3-fquinolin-2-ylmethoxv)-benzvloxvmethvn-phenoxv)-aceticacid 
•H NMR (300 MHz. CDCb) 8 8.19 (d, IH), 8.09 (d, IH), 7.82 (d, IH), 7.78-7.65 (m, 2H), 7.75 
(dd, IH), 7.31-26 (dd, IH), 7.18 (dd. IH), 7.05-6.92 (m. 4H), 5.20 (s, 2H), 4.26 (s, 2H), 4.23 (s, 
10 2H), 4.15 (s, 2H), 2.12 (s, 3H); MS (ESI) 478, 480 (M+H;CI)^ Prepared from (example 52). 

Example 41ad 

. . (2-r3-f4-ai loro-quinolin-2-Ylmethoxy)-phenoxymethvn-6-methvl-Dhenoxv)-aceticacid 
15 'H NMR (300 MHz, DMSO) 8 820 (dd, IH), 8.08 (d, IH). 7.91-7.74 (m. 3H). 724-7.15 (m, 
3H). 7.01 (t, IH), 6.74 (t, IH), 6.66-6.59 (m, 2H), 532 (s, 2H), 5.12 (s, 3H), 4.43 (s, 2H). 2.24 (s, 
.3H); MS<ESI) 464 (M+H)*. Prepared from {2-[3-(4-chloro-quinolin-2-ylmethoxy> 
phenoxymethyl]-6-methyl-phenoxy}-acetomtrae (example 39n). 

20 Exan9ie41ae 

^2-l3-r7-Chlor c>Hjuinolin-2-vlmethoxy)-phenoxvmethvn-6-methyl-phenoxy> -acetic acid 
'H NMR (300 MHz. DMSO) S 8.42 (d, IH), 8.03-8.00 (m, 2H), 7.68-7.60 (m, 2H), 727-7.07 
(m, 3H), 6.94 (t, IH), 6.70 (d, IH), 6.59 (dd, 2H), 5.31 (s, 2H). 5.18 (s, 2H), 2.20 (s, 3H); MS 
25 (ESI) 464 (M+H)*. Prepared from {2-[3-(7-chloro-quinoIin-2-yImethoxy>phenoxymethyl]-6- 
.methyl-phenoxy}-acetonitrile (example 39o). . 

Exao:q)le41af 

30 (2-r3-(6-M ethoxv-Quinolin-2-vlmethoxv)-phenoxymethyn-6-methyl-phenoxv>-acetic acid 

•HNMR (300 MHz, CDCb) 5 8.07 (t, 2H), 7.60 (d, IH), 7.36 (dd, IH), 7.27-724 (m, IH), 7.15 (d, 
IH). 7.05-7.00 (m, 3H), 6.79 (s, IH). 6.58 (d, IH). 6.49 (dd, IH), 5.31 (s. 2H), 5.14 (s, 2H). 4.54 
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(s, 2H), 3.90 (s, 3H), 2.30 (s, 3H); MS (ESI) 460 (M+H)*. Prepared from {2-[3-(6-methoxy- 
qumolin-2-ylmethoxy)-phenoxyinethyi]-6-methyl-phenoxy}-acetonitrile (example 39p). 

Example 41ag 

{244-Bromo-3^Quinol in-2-vlmethoxvVDhetioxvmethvn-6-methvl-Dhenoxv>-aceticacid 
'HNMR (300 MHz, DMSO) 5 8.42 (d, IH). 8.00-7.97 (m, 2H), 7.79-7.70 (m» 2H), 7.63-7J8 
(m, IH), 7.46 (d, IH), 7.20.-7.13 (m, 2H). 6.99-6.95 (m, 2H), 6.59 (dd, IH), 5.42 (s, 2H). 5.17 (s, 
2H), 4.30 (s, 2H), 2.22 (s, 3H); MS (ion spray) 508 (M+H)*. Prepared from ethyl {2-[4-bromo-3- 
(quinolin-2-yImethoxy)-phenoxymethyl]-6-metfayl-phenoxy} -acetate (example 54). 

Example 41ah 

/ l2-R-BrDmo-5-fQumolin -2-vlmethoxv)-phenoxvmetfavn-6-metfavI-phenoxv>-acetic acid 
'H NMR (300 MHz, CDCI3) 5 8.18-8.15 (m. 2H), 7.81-7.72 (m, 2H). 7.63-7.53 (m. 2H), 737 (d, 
IH). 728 (d, IH), 7.17-7.13 (m, IH), 7.09-7.03 (m, IH), 6.91 (d, IH), 6.42 (dd. 2H), 5.36 (s, 
.2H), 5 J2 (s, 2H), 4.63 (s, 2H), 2.32 (s, 3H); MS (ion spray) 508 (M+H)*. Prepared from ethyl 

{2-p-bromo-5-(quiiMlin-2-ylnretho;or)-phenoxymethyl]-6-methyl-phenoxy}-acetate (example 
54).. 

Example 41ai 

(2-Methvl-6-r3-methvI -5-(quinolin-2-ylmethoxv)-phenoxvmeflivn-phenoxv> -acetic acid 
'HNMR (300 MHz, CDCI3) 5 8.21-8.14 (m, 2H), 7.82-7.66 (m, 3H), 7.58 (t, IH), 727-^724 (m, 
IH), 7.17 (d, IH). 7.04 (t, IH), 6.60 (s, IH), 6.43 (s, IH), 6.37 (s, IH), 524 (s. 2H), 5.13 (s, 2H), 
4.60 (s, 2H), 2J2 (s, 3H), 2.19 (s, 3H): MS (ion spray) 444 (M+H)*. Prepared from ethyl {2- 
methyl-6-[3-methyl-5-(quinolin-2-ylmethoxy)-phenoxymethyl]-phenoxy}-acetate (example 36j). 

Example 41 aj 

(2-r2-Ace tvl-5-(auinolin-2-vlmethoxy)-phenoxvmethyn-6-methvl-phenoxv)-aceticacid 

'H NMR (300 MHz, DMSO) 5 8.39 (d. IH), 8.00-7.96 (m. 2H), 7.76 (t, IH), 7.67-7 J7 (m, 3H), 

728 (d, IH), 7.14 (d, IH), 7.02-7.00 (m, 2H). 6.69 (d, IH), 5.43 (s, 2H). 5.35 (s, 2H), 427 (s, 
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2H), 2.39 (s, 3H), 2.23 (s, 3H); MS (ion spray) 472 (M+H)*. Prepared from ethyl {2-{2-acetyI-5- 
(quinoiui-2-ylmethoxy>phenoxymethyi]-6-methyl-phenoxy}-acetaie (example 59). 

Example 41ak 

5 

(4-Chlon)-2HmethYl-6-r3-(2-pvr idin-2-vl-ethoxvVphenoxvmethvn-Dhenoxv)-aceticacid 

'H NMR (300 MHz. DMSO) 5 8.52 (d, IH), 7.73 (m, IH), 726 (m. 5H), 6.56 (m. 3H). 5.12 (s, 

2H), 4.48 (s, 2H), 4.34 (t, 2H), 3.17 (t, 2H), 226 (s. 3H). MS (ESI) 428 (M+H)*. Prepared from 

{4<Woro-2-metKyl-6-[3K2-pyiidm-2-yl-ethoxy).phenoxymethyl]-phenbxy}-acetoiu 
10 (example 36k). 

Example 41al 

{2-r3-fBen zooxazoI-2-vlaminometfayR-phenoxvmethvn-6-metfavl-phenoxv>-acgdcacid 
15 'H NMR (300 MHz, DMSO) 5 8.48 (bs, IH), 7.12 (m, 1 IH), 5.14 (s. 2H), 4.46 (m,"4H), 226 (s, 
3H). MS (ESI) 419 (M+H)*. Prepared from {2-[3-(benzooxa2ol-2-ylaminomethyl)- 
phenoxymethyl]-6-methyl-phenoxy}-acetonitrile (example 35d). 

Example 41am 

20 

(2-r3-(Benzooxa zol-2-vlairunomethvl)-phenoxvmeavn-4-<Moro-6-methvl-phenoxy>-gc^^ 
'HNMR(300 MHz, DMSO) 5 8.47 (bt, IH). 728 (m, 5H), 7.02 (m, 5H), 5.14<s. 2H). 4.49 (d, 
2H). 4.46 (s, 2H), 226 (s, 3H). MS (ESI) 453 (M+H)*. Prepared from {2-[3-(ben20oxazol-2- 
yIamiiK)methyl>pheno:QTOethyl]-4<Uoro-6-methyl-phenoxy}-acetonitrile (exanqjie 361). 

25 

Example 41 an 

(2-r3-f4-C Moro-qumolm-2-vlmethoxymethvlVpheiu)xvmethvl1-6-methvl-phepoxv>-aceticacid 
'H NMR (300 MHz, DMSO) 5 820 (d, IH). 8.05 (d, IH). 7.81 (m. 3H), 7.25 (m, 2H), 7.12 (m, 
30 IH), 7.00 (m, 4H), 521 (s, 2H). 4.77 (s,..2H), 4.62 (s, 2H), 4.15 (s, 2H), 2.24 (s, 3H). MS (ESI) 
478 (M+H)*, Prepared from {2-[3K4H:hloio-quinolin-2-ylmethoxymethyl)-phenoxymethyl]-6- 
methyl-phenoxy}-acetomtriIe (example 35e), 
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Example 4 1 ao 

(243-f6-Methox vK?uinolin-2'ylmethoxvmethylVphenoxymethvn-6-m 
acid »H NMR (300 MHz, CDCl^) 5 8.18 (d, IH), 8.10 (d, IH), 7.64 (d, IH), 7.36 (m, 2H), 7.26 
5 (m. 3H), 7.12 (m, 2H), 6.98 (m, 2H), 5.24 (s, 2H), 4.73 (s, 2H). 4.69 (s, 2H), 4.62 (s, 2H), 3.93 
(s, 3H), 2.38 (s, 3H). MS (ESI) 474 (M+H)*. Prepared from {2-[3-(6-methoxy-quinolin-2. 
yimethoxymethyI)-phenoxymethyl>6-methyI-phenoxy}-acetonitrile (example 35f>. 

Example 41ap 

10 

(2-Methvl-6-f3- (qumoIm-2-ylmetfaoxvmethvlVpheiioxymethyl1'phe^^ 
' NMR (300 MHz, CDCI3) 8 8.30 (d, IH), 8.18 (d, IH), 7.85 (d, IH), 7.74 (m, 2H), 7.58 (m, 
IH). 7J8 (d, IH), 728 (m, 3H), 7.12 (m, IH), 6.99 (m, 2H), 5.24 (s, 2H), 4.78 (s, 2H), 4.71 (s, 
2H), 4.63 (s, 2H), 2 J9 (s, 3H). MS (ESI) 444 (M+H)*. Prepared from {2-methyl-6-[3-<qTiinolin- 
15 2-yImethoxymethyl>phenoxymethyl]-phenoxy}-acetoiiitiile (example 35g 

Example 4laq 

(2-Methvl«6-r3- (Tmidin-4-vlmethoxvVphenoxvmethylVphehoxv>-aceti^ 
20 'HNMR (300 MHz, DMSO) 5 8.57 (bs, 2H), 7.44 (m, 2H), 7.22 (m, 3H), 7.07 (m, IH), 6.69 (in, 
IH), 6.61 (m, 2H), 5.15 (s, 2H), 5.13 (s, 2H), 4,47 (s, 2H), 2.27 (s, 3H). MS (ESI) 380 (M+H)*. 
Prepared from {2-methyI-6-[3-(pyridin-4-yIme;thoxy>phenoxymethyI]-phenoxy}-acetomt^ 
(example 39q). 

25 Example 41ar 

(2-Methyl"6-r3>fpvridin-2-vlmethoxyVphenoxvniethyn"Phenoxv) -acetic acid 
'H NMR (300 MHz, DMSO) 5 8.58 (bd, IH), 7.83 (m, IH), ?.50 (d, IH). 7 J4 (m, IH), 7121 (m, 
3H), 7.05 (m, IH), 6.64 (m, 3H), 5,14 (s. 4H), 4.38 (s, 2H), 2.26 (s, 3H). MS (ESI) 380 (M+H)*. 
30 Prepared from {2-methyl-6-[3-(pyridin-2-ylmethoxy)-phenoxymethyl]-phenoxy}-acetonitri^ 
(example 39r). 

Example 41as 
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{2-Methvl- 6-f3"(Dvridm«3>vlniethoxy Vphenoxvmethvn-phenoxv } -acetic acid - • 
*H NMR (300 MHz, DMSO) 5 8.67 (s, IH), 8.55 (bd, IH), 7.86 (d, IH), 7.43 (m, IH), 728 (m, 
3H), 7.07 (m, IH), 6.70 (s, 1 H),-6.62 (m, 2H), 5. 13 (s, 4H), 4.47 (s, 2H), 2.27 (s, 3H). MS (ESI) 
5 380 (M+H)*. Prepared from {2-methyl-6-[3-(pyTidinO-yImethoxy)-phenoxymethyI].phenoxy}- 
acetonitrile (example 39s). 

Example 41at 

10 (2-r3-^6,7- Dichloro<ixiinolin-2-vlmethoxvVphenoxmethvl1-6-methyl-phenox^ acid 
. *H NMR (300 MHz, DMSO) 5 8,44 (m, 2H), 8.30 (s, IH), 7.76 (d, IH), 7,22 (m, 3H), 7.04 (m, 
IH), 6.72 (m, IH), 6.63 (m, 2H). 5.35 (s^ 2H), 5.13 (s, 2H), 4.46 (s, 2H), 2.26 (s, 3H). MS (ESI) 
498 (M+H)*. Prepared from {2-[3-(6,7-dichloro-quinolin-2-ylmethoxy>-phenoxymethyl]-6- 
raethyl-phenoxy}-acetonitrile (example 39t). 

15 

Example 41au 

Ethyl 4-ben r/loxy-2-r3-f2-carboxvmethoxv>3-methyl-b€nryloxvVbe 

benzoate ^H NMR (300 MHZ..DMSO) S 7.31 (m, 8H), 7.06 (m, 2H), 6.96 (m, 2H), 6.65 (d, IH), 
20 6.54 (d, IH), 5.12 (d, 6H), 4.48 (s, 2H), 4.22 (q, 2H), 2.28 (s, 3H), 2.19 (s, 3H), 121 (t, 3H). MS 
(ESI) 571 (M+H)*. Prepared from ethyl 4-benzyloxy-2-[3-(2-cyanomethoxy-3-methyl- 
benzyloxy)-beii2yloxy]-6-methyI-benzoate (example 64b). 

Example 4Iav 
25 _ 

' 4-Benzylo xy-243~(2-carboxymethoxy-3-methyl-ben2yloxy)-ben2yloxy1-6-me^^ 

*H NMR (300 MHz, DMSO) 5 7.32 (m, 8H). 7.02 (m, 4H), 6.64 (d, IH), 6.52 (d, IH), 5.13 (m, 
6H), 4.48 (s, 2H), 2.28 (s, 3H), 2.22 (s, 3H). MS (ESI) 543 (M+H)*.. Prepared from ethyl 4- 
benzyloxy-2-[3-(2-carboxymethoxy-3-methyl-beruo^loxy)-benzyloxy]-6-methyl-benM 
30 (example 4 lau). 

Example 41aw 
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. f2.MethYl-6-r3-(lJJ.trimethvl.2^xo-2J^ihvdro -lH-mdol^-viQxvmethvn-nhenny^ 
phenoxv I -acetic acid 

'H NMR (300 MHz. DMSO) 5 721 (m. 5H), 6.99 (m, 3H), 6.75 (d, IH), 6.64 (dd, IH), 524 (s, 
2H). 5.07 (s, 2H), 4.12 (s. 2H).3.10 (s, 3H), 2.25 (s. 3H), 121 (s, 6H). MS (ESI) 476 {M+Kf- 
5 Prepared from {2-methyl-6-[3-(U,3-trimethyI-2-oxo-2,3-dihydro-lH-indoI-6-yioxymethyl). 
phenoxymethyl].phenoxy}-acetomtriIe (example 64c). 

Example 41ax 

7-r3-(quinoUn-2-vlmethoxv Vphenoxvmethvi1-benzofijran-2-carboxvlic acid 

'H NMR (300 MHz. CDjOD) d 8.36 (dd, IH), 8.03 (dd, IH), 7.94 (dd, IH), 7.61-7.78 (m, 4H), 

7.45-7.49 (m, 2H), 7.16-729 (m. 2H), 6.77 (s, IH). 6.67 (dt, 2H), 5.42 (s, 2H), 5 J2 (s. 2H); MS 

(ESI) 426 (M+H)^ Prepared from ethyl 7-[3-(qumolin-2-ylmethoxy)-phenoxyme&^^^^^ 
bcnzofuran-2-cari)03tylate (example 3 6i). 



15 



20 



25 



Example.41ay 



{2-Metfayl-6-r3-a-phfinvl-thia7ol-4-vlme&oxv Vphenoxvmethvl1-phenoxv^-acgricariH 
•H NMR (300 MHz, DMSO): 5 7.92 (m. 21^, 7.77 (s, IH), 7.47 (m. 3H), 720 (m. IH), 7.15 (m, 
2H), 6.98 (t, IH), 6.72 (t, IH), 6.60 (m. 2H), 5.15 (s, 2H), 5.14 (s, 2H). 4.15 (s, 2H), 223 (s, 3H); 
MS (ESI) 462 (M+H)*. Prepared from {2-methyI-6-[3-(2-phenyl-thia2ol-4-ylmethoxy> 
phenoxymethyI].pIienoxy}-acetonitiile (example 39u). 



Example 42 



f4-Chloro-2.6-dim ethvl-Dhenoxv)-acetonitrile 

4-Chloro-2,6-dimethylphenol (5,0 g, 32 mmol), broinoacetonitrile (22 mL, 32 mmol) and 
30 potassium carbonate (6.6 g, 48 mmol) are combined with acetone (50 mL) and heated at reflux 
for 1 8 h. The reaction is filtered, concentrated and tiie residue partitioned between 
dichloromethane and water. The organic phase is washed with IN HCl and water and is then 
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dried over magnesium sulfate, concentrated and purified by column chromatography (silica, 10% 
ethyl acetate in hexanes) to provide the title compound. MS (EI) 195 (M)*, CI pattern. 

Example 42a 
5 • 

(2-tert-Butyl-6-methylphenoxvVacetonitrile 

The title compound is prepared using essentially the same procedure used in example 42 except 
using 2-tert-butyl-6-methylphenol m place of 4-chloro-2,6-dimethylphenol.MS (EI) 203 (M+)*. 

10 Example 42b 

Ethyl f2.6-dimethyl-phenoxyVacetate 

The title compound is prepared using essentially the same procedure used in example 42 except 
using 2,6-diinethylphcnol in place of 4-chlQro-2,6-dimethylphenol and ethyl bromoacetatc m 
IS place of bromoacetonitrile. 

Example 43 

(2*Bromomethyl-4-chloro-6-methyl-phenoxy>-acetonitrile 
20 (4-Chloro-2,6-dhnediyl-phenoxy)-acetonitrile (700 mg, 3.6 mmol, example 42), N- 

bromosuccinimide (SIO mg, 2.9 mmol) and benzoyl peroxide (72 mg, 0.29 mmol) are heated at 
reflux in carbon tetrachloride (10 mL) for 16 h. The reaction is cooled, filtered, and the filtrate is 
concjentrated and purified by column chromatograpy (silica, 5% ethyl acetate in hexanes) to 
provide the title compound. MS (EI) 273 , 275(M)*, Br pattern. 

25 

The following compounds are prepared using essentially the same procedure used in example 43 
except using the cited methyl analog in place of (4-chloro-2,6-dimethyl-phenoxy)*acetonitrile. 

Example 43a 

30 f2«Bromomethyl-6-tert»butyl phenoxvVacetonitrile 

MS (EI) 281 (M+)*. Prepared from (2-tert-butyl-6-methylphenoxy)-acetonitrile (example 42a), 



Example 43b 

Ethyl f2-brom omethvl-6-methvl-phenoxvVacetate 



wo 00/64876 



157 



PCT/USOO/11490 



Prepared from ethyl (2,6-diniethyl-phenoxy)-acetate (example'42b). 
Example 44 

5 5-Chloro-2-hvdroxv-3-methoxv-ben2aldehvde 

A solution of sulfuryl chloride (15 mL. 1 90 irimol) in tolxiene C20 mL) is added dropwise over 
1 .5 h to a solution of o-vanillin (25.0 g, 164 mmol) in toluene (90 mL) and the reaction is then 
stirred 16 h. Water (30 mL) is added over 10 minutes with ice-bath cooling. The solid is 
filtered, washed with water and dried to provide the title compound. MS (EI) 186 (M) 

10 

Example 45 

4-ChIoro^2-methvl-l -oxoKiuinoline 

mCPBA 70% pure (6.9 g, 29 mmol) is added to a solution of 4-chloroquinaldihe (5.1 g, 29 
15 mmol) in dichloroethane and heated to 50 **C for 4 h. The reaction is concentrated and 
partitioned between ethyl acetate and aqueous potassium carbonate. The organic phase is 
washed with additional aqueous potassiiun carbonate, water and is then dried over magnesium 
sulfite. The solution is filtered and concentrated to yield the title compound which is used 
without fijither purificadon. MS (ESI) 1 94 (M+H) *. 

20 

The following compounds are prepared using essentially die same procedure used m example 45 
except using the cited quinaldine in place of 4-chIoroquinaldine. 

Example 45a 

25 

7-Chloro-2-methvUl -oxo-quinoline 

MS (ESI) 194 (M+H)*. Prepared from 7-chloroquinaldine. 

Example 45b 

30 . . 

6-MethoxV'2-methvM-oxo-quinoline 

MS (ESI) 190 (M+H)*. Prepared from 6-methoxyquinaldine. . 



Example 45c 
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5-ethvI-2-methvl-DYridine l-oxide • 

MS (ESI) 138 (M+H)*. Prepared from 5-ethyl-2-methylpyridine. 
Example 46 

4-Chloroqiiinolin-2>yImethvl chloride 

4-Chloro-2-methyH^xo-quinoIme (4J g, 22 mmol) is dissolved in chloroform (200 mL) and p- 
toluenesulfonyl chloride (3.7 g, 20 mmol) is added and the reaction is heated at 65 T for 24 h. 
The reaction is allowed to cool and then concentrated and partitioned between ethyl acetate and 
.10% aqueous potassium carbonate. The organic phase is dried over magnesium sulfate, 
concentrated and purified by column chromatography (silica, 6Q% dichloromethane in hexanes) 
to provide the tide compound. MS (ESI) 212 (M+H)*. 

The following compounds, are prepared using essentially the same procedure used in example 45 
excqjt using the dted quinaldine in place of 4-chloroquinaIdine. 

Example 46a 

7-ChlorDQuinolin-2-vlmethvl chloride 

MS (ESI) 212 (M+H) *. Prepared from 7K:hloro-2-methyH -oxo-quinoline (example 45a). 
Example 46b 

6-Methoxvquinolin-2-Ylmethvl chloride 

MS (ESI) 208 (M+H) Prepared from 6-methoxy-2-methyM-oxo-quinoline (example 45b), 
Example 47 

2>|3-r5-CMoro>3>methvl -2->flH4etra2ol-5-vlmethoxy)-benzvloxv1-phenoxvmeA^ 
Sodium azide (395 mg. 6.1 nunol) and ammonium chloride (325 mg, 6.1 mmol) are added to a 
solution of {4-chloro.2-methyl^[3Kquinolin.2-ylmethoxy)-phenoxymethyl].ph 
aceioniirile (300 mg, 0.68 mmol. example 36c) in DMF (2 mL) and heated at 1 10 for 2 h. 
The reaction is then cooled and poured into a I N sodium hydroxide solution (20 mL) with the 
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formation of a solid. This mixture is then washed with ether (4x) and the ether is discarded. The 
remaining aqueous solution contains a solid which is filtered. This solid is dissolved in 10% 
ethanol water (250 niL) and the pH is lowered to about 5 with 2N HCl. A solid precipitates 
which is filtered to provide the tide compound. m.p. 181-184 **C; *H NMR (300 MHz, DMSO- 
5 d6) d 8.40 (d, IH), 8.01-7.97 (m, 2H), 7.77 (dd, IH), 7.66-7.60 (m, 2H), 7.33 (d, 2H), 7.18 (dd, 
IH), 6.72 (dd, IH), 6.65 (dd, IH), 6.59 (dd, IH), 5.33 (s, 2H), 5.27 (s, 2H), 5.07 (s, 2H), 224 (s, . 
3H); MS (ESI) 488, 490 (M+ItClf. 

Example 48 

10 

r3-(Quinolin-2-vbnethoxyVphenvn-methanol 

2-Chloromethylquinoline hydrochloride (1 1.6 g, 54 mmol), 3-hydroxybenzyl alcohol (6J g, 54 
mmol) and potassium carbonate (16 g, 1 16 mmol) are heated in DMF (45 mL) at 50 *C for 14 h. 
The temperature is increased to 80 °C and heated an additional 24 h. The reaction is cooled and 
15 added to water, filtered and the solid is washed wifli water to yield a semi-pure product. The 
resid.ue is dissolved in ethyl acetate, dried over magnesium sulfEite, filtered and concentrated. . 
The sample is then recrystallized from ethyl acetate and hexanes to provide the title compound. 
MS(ESI)266(M+H)*. 

20 Example 49 

2-f3-Chloromethvl-Dhenoxvmethvn-quinoline hydrochloride 

Thionyl chloride (0.95 mL, 13 mmol) is added to a solution of [3-(quinolin-2-ylmethoxy)- 
phenyl]-methanoI (2.9 g, 1 1 mmol, example 48) in dichloromethane (30 mL) and allowed to stir 
25 1 8 h. The reaction is concentrated in vacuo and azeotroped twice Scorn chloroform to yield the 
title compound which is used without fiirther purification. 

Example SO 

30 2-r3-(Qmn olin-2-vhnethoxvVbenzvloxv1-6-trifluoromethvl-ben2aldehvde 

[3-(Quinolin-2-yhnethoxy)-phenyl]-methanol (300 mg, 1 .13 mmol, example 48) is dissolved in . 
DMF (6 mL) and sodium hydride (60%, 60 mg, 1 J mmol) is added and allowed to stir 20 min. 
2-Fluoro-6-(trifiuoromethyl)benzaldehyde (0.30 mL, 2.2 mmol) is added and the reaction is 
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heated at 90 for 5 h. The reaction is partitioned between ethyl acetate (200 mL) and water 
(200 mL), dried over magnesium sulfate, filtered, concentrated in vacuo and purified by column 
chromatography (silica, 25% ethyl acetate in hexanes) to provide the title compound; MS (ESI) 
438 (M+H)*. 
5- • . 
Example 51 

2-r3-(Ouinolin-2-vhnethoxyVbenzvloxv1-6-trifluoromethyl>ben2oic add 

A solution of 2-[3-(q\iinolin-2-yhnethoxy)-benzyloxy]-6-trifluoromethyl-benzaldehyde (46 mg, 

10 0.1 mmol, example 50) in 2-methyI-2-butene (1 mL), t-butanol (2 mL) and water (2 mL) is 
■ teated with sodium dihydrogenphosphate dihydrate (1 53 mg, 1 . 1 mmol) and sodium chlorite 
(198 mg, 22 mmol)- Afler 45 min. the reaction is partioned between dichloromethane (50 mL) 
and water (50 inL), The organic layer is dried over magnesitmi sul&te, filtered and concentrated 
in vacuo to provide the title compound: m.p. 1 84-185 'C; 'H NMR (300 MHz, CDCI3) 5 828 

15 (d, IH), 8.12 (d, IH), 7.82-7.75 (m, 2H), 7.66-7.55 (m, 2H), 7.42 (dd, IH), 730-7.27 (m, 2H), . 
7.16 (d, IH), 7.07 (dd, IH), 6.88 (d, IH), 6.77 (dd, IH), 5.44 (s, 2H), 5.07 (s, 2H); MS (ESI) 454 
(M+H)*. 

Example 52 

20 

|4-Chlon)-2-methvl-6-r3-(quinolin-2-ylmethoxy)-benzvloxmethvl1-phenoxv>-acetonitrile 
[3-(Quinolin-2-ylmethoxy)-phenyl]-methanol (190 mg, 0.72 mmol, example 48) is dissolved m 
DMF (6 mL) and sodium hydride (60%, 30 mg, 0.75 nunol) is added and allowed to stir for 10 
min. (2-Bromomethyl-4-chloro-6-methyl-phenoxy)-acetonitrile (210 mg, 0.78 mmol, example 
25 43) is added and the reaction is allowed to sdr 6 h. The reaction is partitioned between ethyl 
acetate and water and the organic phase is washed with additional water. The organic phase is 
dried, concentrated and purified by column chromatography (silica, 25 % ethyl acetate in 
hexanes) to provide the title compound, MS (ESI) 458 (M+Hf , CI pattern. 

30 Example 53 

Methyl 2-metbvl-6-f3-fquinolin-2-vlmethoxvVbenzvloxvmethvll-benzoate 
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The title compound is prepared using essentially the same procedure used in example 52 except 
using methyl 2-bromomethyl-6-meihyl-ben2oate (example 2) in place of (2-bromomethyl-4- . 
chloro-6-methyl-phenoxy)-acetonitrile. MS (ESI) 427 (M+H)*. 

5 Example 54 

Ethyl ( 2"r4-bromo-3-(quinolin«2-ylmethoxv)-DhenoxvmethvlV6-'methvl-phenoxv> -acetate and 
Ethyl (2-r2-bromo-5-(quinolin-2"ylmethoxyVphenoxvmethvn-6-methyl-Dhenoxy>-acetate 
Ediyl {2-methyl-6-[3-(quinolin-2-yImethoxy)-phenoxymethyl]-phenoxy}-acetate (350 mg, 0J6 

10 mmol, example 36b), NBS (150 mg, 0.84) and benzoyl peroxide (20 mg, 0.08 mmol) are 

dissolved/suspended in chlorofomi (7 mL) and heated to reflux for 2 hrs. The reaction is cooled 
to r.t, filtered, preadsorbed onto silica gel by rotary evaporation. The crude material is purified 
by flash chromatography (silica, 1 5% ethyl acetate in hexanes) to give the .title compoimds,in 
approximately a 1 : 1 ratio. Regioisomers are determined by NMR NOE data. MS (ion spray) 

15 .537 (M+H)* for both compounds. 

Example 55 . ' 

. 3-Methvl-5-fquinolui*2«yhnethoxvVphenol 

20 2-(Chloromethyl)-quinoline hydrochloride (1.28 g, 6.0 ixmiol), orcinol (568 mg, 4.0 mmol), 

K2CO3 (1.68 g, 12.0 mmol) and a catalytic amount of tetrabutylammoniimi iodide (- 10 mg) are 
dissolved/suspended in anhyd. DMF (10 mL) and heated at 50 °C overnight The reaction is 
cooled to r.t and partitioned between water (100 mL) and ethyl ether (100 mL). The pH of the 
aqueous layer is adjusted to - 5 and further extracted with ethyl ether (100 mL). The organic 

25 fractions are pooled and washed with brine (2 x 100 mL), dried over MgSOA, filtered and 

preadsorbed onto silica gel. The crude preadsorbed material is purified by flash chromatography 
(silica, 20% ethyl acetate in hexanes) to give the title compound. This product (approx. 80% 
purity, remainder is 2-methylquinoIine) is used without further purijBcation. MS (ESI) 266 
(M+H)*. 

30 

Example 56 



2-r3-(Ouinolin-2-vlmethoxy)-benzyloxvl-b p^"'yfti<^*^>^Y^^ 
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2-(3-Chloromethyl-phenox>Tiieihyl)-quinoIine (371 mg, 1.3 mmol, example 49) and 
salicylaldehyde (133 jiL, 1,25 mmol) are dissolved in acetone (10 mL). K2GO3 (525 mg, 3.75 
mmol) is added and the contents are heated to reflux for 16 hrs. The reaction is cooled to r.t, 
poured into water (100 mL) and.extracted with ethyl ether (3 x 50 mL). The ether layers are 
5 combined and washed with Brine (3 x 75 mL) and dried over MgS04. The crude material is 
preadsorbed onto silica gel and purified by flash chromatography (silica, 20 to 25% ethyl acetate 
in hexanes) to give the title compound. MS (ion spray) 370 (M+H) 

Example 57 

10 

3>( 2-f 3-f Ouinolin-2-vhnethoxyVbenzvloxy1-phenvU»acrvlic acid 
2-[3-((Juinolin-2-ylmethoxy)-benzyloxy]-benzaldehyde (1 10 mg, 0.3 mmol, example 56) is 
dissolved m pyridine (1 mL). Malonic acid (63 mg, 0.6 mmol) and piperidine (10 ^L, 0.1 mmol) 
are added and the contents are heated to 85 for 2 hrs, then at 1 10 °C for another 2 hrs. The 

15 reaction is cooled and placed under a nitrogen stream at 40 ''C to remove the pyridine. A small 
amount of toluene is added and the contents are again placed imder a nitrogen stream at 40 
(repeat). The crude material is purified on silica gel by flash chromatography (silica, 2.5% 
methanol in dichloromethane) to give the title compound. NMR (300 MHz, CDCI3) 5 833 
(d, IH), 8.21-8.16 (m,2H), 7.81-7.70 (m, 3H), 7.56-7.50 (m, 2H)'. 7.37-7.25 (m, 3H), 7.03-6.93 

.20 (m, 4H). 6.50 (d, IH), 5.48 (s. 2H). 5.14 (s, 2H); MS (ion spray) 412 (M+H)*, 

Example 58 

l-r2-Hvdroxv-4-fqiiinolin-2-yhnethoxy)-phenvn-ethanone 

25 2',4*-Dihydroxy-acetophenone (9 1 2 mg, 6 mmol) and 2-chloromethyl-quinoline hydrochloride 
(856 mg, 4.0 mmol, example 49) are dissolved in acetonitrile (20 mL): K2CO3 (1.12 g, 8.0 
mniol) is added and the contents are heated to 50 *C for 16 hrs. The reaction is cooled to room 
temperature, and the solvent is removed by rotary evaporation. The contents are partitioned 
between ethyl acetate (100 mL) and water (100 mL), the aqueous layer is acidified with 2 N HCl 

30 to - pH 2 and further extracted with ethyl acetate (2 x 50 mL). All organic fi:actions are 

combined and washed with brine (3 x 150 mL), dried over MgS04 and concentrated. The crude 
material is preadsorbed onto silica gel and purified by flash chromatography (silica, 15% ethyl 
acetate in hexanes) to give the title compound; MS (ion spray) 294 (M+H)*. 
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Ethyl (2-r2-acetYl>5>fquinolin-2- vlmethoxvVDhenoxvmethvn-6-methvl-Dhe^^ 
5 1 -[2-Hydroxy-4.(qumoiin-2-ylmethoxy)-phenyl]-ethanone ( 1 85 mg, 0.63 xiunol, example 58) is 
dissolved in 2:1 DMF/acetonitrile (6 mL). Ethyl (2-bromomethyi-6-methyI-phenoxy>acetale 
(272 mg, 0.95 mmol, example 43b) and K2CO3 (1 77 mg, 1 .26 mmol) are added and the contents 
are healed to 50 "^C for 2 days. The reaction is cooled to r.t and the volume reduced under a 
nitrogen stream at 40 **C. The contents are partitioned between ethyl acetate (50 mL) and water 
10 (50 mL). The aqueous layer is further extracted with ethyl acetate (2 x 50 mL), The organic 
fractions are combined and washed with brine (3 x 75 mL), dried qver MgS04 and concentrated. 
The crude material is dissolved in 1:1 dichloromethane/methanol, preadsorbed onto silica gel, 
and purified by flash chromatography (silica, 20% ethyl acetate in hexanes) to give the title 
compound MS (ion spray) 500 (M+H) *. 

15 

Example 60 

Methyl 2-r3-(quinolin-2*vimethoxvVbenzyIoxv1-ben2oate 

The free base of 2-(3-chloromethyl.phenoxymethyl)-quinolixie hydrochloride (540 mg, 1 .7 
20 xnmol, example 49) is prepard by partipning the material between ethyl ether and sodium 

bicarbonate and drying the organic phase with mz^esium sulfete. This material is then dissolved 
with methyl salicylate (260 mg, 1,7 mmol) in DMF (10 mL) at 0 "'C and sodium hydride (60%, 
65 mg 1.7 mmol) is added. The reaction is brought to room temperature for 15 min. and is then 
heated at 60 •'C for 6 h. The reaction is cooled and partioned between ethyl acetate and a 
.25 saturated ammonium chloride solution. The organic phase is dried over magnesium sulfate, 

filtered, concentrated in vacuo and purified by column chromatography (silica, 50 to 80 % ether 
in hexanes) to provide the title compound; MS (ESI) 400 (M+H)*. 

The following compounds are prepared using essentially the same procedure used in example 60 
30 except using the cited substituted salicylate in place of methyl salicylate. 



Example 60a 
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Methyl 3*methoxv«2-f3«fquinolin-2-ylmethoxyVbenzvloxv1-benzoate 
Prepared from methyl 3-methoxysalicylate. 

Example 60b 

5 

Methyl 4-methoxy-2-r3-fqiunoIm-2"ylmethoxvVbenzyloxy1-benzoate 
Prepared from methyl 4-methoxysalicylate. 

Example 60c 

10 

Methyl 5-methoxv-2*r3-f quinolm-2-vbiiethoxy VbenzyloxyVbemo^^ 
Prepared from methyl 5-methoxysalicylate. 

Example 60d 

15 

Methyl 2'methoxV'^r3-(quinoIm-2'yhnethoxvVben2yloxv1-beiizoate 
Prepared from methyl 6-methoxysalicylate (example 61). 

Example 60e 

20 

Ethyl 2*methyl-6-r3-(quinoIin-2«ylmethoxy)-benzyIoxyVbenzoate 

MS (ESI) 428 (M+H)*. Prepared from ethyie-methylsalicylate (See, Hauser, Frank M., 

Synthesis 1980 JO, ilA-lS. 

25 Example 61 

Methyl 6-methoxysalicylate 

A mixture of 6-methoxysaiicylic acid (10.0 g, 59.5 mmol) in methanol (40 mL) and sulfuric acid 
(2 mL) is heated at reflux 48 h. Although some acid remains the reaction is concentrated to 
30 remove the methanol and partitioned between ethyl acetate and saturated sodium carbonate 
solution. The organic phase is separated and washed with sodium carbonate imtil no acid 
remains by TLC analysis. The organic phase is dried and concentrated to provide the title 
compound as a low melting solid. 
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Example 62 

Methyl 5'r3-(quinolin-2'VlmethoxyVbenzyloxv1-mcotinate 

To a solution of 5-hydroxy nicotinic acid methyl ester (200 mg, 1.3 mmol) in DMF (3 mL) is* 
5 added 60% sodium hydride emulsion (50 mg, 1.2 mmol) and this mixture is stirred 30 minutes. 
The free base of 2-(3-chloromeihyl-phenoxymethyl)-quinoIine hydrochloride (350 mg, 1.2 
mmol, example 49) is prepard by partioning the material between ethyl ether and sodium 
bicarbonate and drying the organic phase with magnesium sulfate. A solution of this free base in 
DMF (2 mL) is added to the alcohol and this mixture is stirred at 25 ""C for 16 hours. The 
10 solvent is removed in vacz/o,dichloromethane (10 mL) and water (5 mL) is added, and this 

mixture is acidified to pH6 with acetic acid. The organic layer is dried over magnesium sul&te 
and the solvent removed in vacuo. The residue is purified by flash chromatography (silica, 4% 
methanol in dichloromethane) to give the title compound. MS (ESI) 401 (M+H)*. 

15 Example 63 

Ethyl 4-benzyloxv-2-hvdroxy-6-methvl>benzoate 

To a solution of ethyl-2,4-dihydroxy-6-methyl benzoate (4.22 g, 22 mmol) in acetone (80 mL) is 
added potassium carbonate (3.0 g, 22 mmol) and benzyl bromide (2.6 mL, 22 mmol) and this 
20 mixture is heated under reflux overnight The cooled reaction is diluted with ethyl acetate (100 
mL) and water (1 00 mL) and the organic layer washed with water (2 x 80 mL) and brine (2 x 80 
mL). The organic layer is dried over magnesium sulfate and the solvent removed to provide the 
title compound without further purification, MS (EI) 286 (M)^ 

25 Example 63a 

Ethyl 2-hvdroxy-4methbxy-6"methvl-benzoate 

The title compound is prepared using essentially the same procedure used in example 63 except 
using iodomethane in place of benzyl bromide. 
30 . 
Example 64 

Ethyl 4*benzvloxy«2*methYl-6-r3Hfquinolin-2>ylmethoxyVbenzvloxvVbenzoate 
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To a solution of ethyl 4-benzyloxy-2-hydroxy-6-methyl-ben2oate (5.1 g, 16 mmol, example 63) 
in DMF (100 mL), with 25 *C water bath cooling, . is added 60% sodium hydride emulsion (13 
g, 32 mmol) over 2 minutes. This mixture is stirred 30 minutes with the cooling bath removed. 
A solution of 3-(quinolin-2-yImethoxy)-ben2yI chloride hydrochloride (5. 1 g, 16 mmol, example 
5 49), in DMF (55 mL) is added and the reaction heated at 60 ®C for 6 hours. The solvent is 
removed in vacuo and the residue purified by flash chromatography (silica, OS to 2% methanol 
in dichloromethane) to give the title compound. MS (ESI) 534 (M+H)*. 

Example 64a 

Ethyl 4-metfaoxv*2-methyl-6>r3'^quinolin-2*ylmethoxvVben2vloxy1-benzoate 
The title compound is prepared using essentially the same procedure used in example 64 except 
using ethyl 2-hydroxy-4methoxy-6-methyl-benzoate (example 63a) in place of ethyl 4- 
benzyloxy-2-hydroxy-6-methyl.be.nzoate. MS (ESI) 458 (M+H)* 

15 

Example 64b 

Ethyl 4-benzvloxy-2*r3-(2*cyanomethoxy*3-methvI-beiizyloxyV'benzyloxvl^^ 
The title compound is prepared using essentially the same procedure used in example 64 except 
20 using [2-(3-bromomethyl-phenoxymethyl>6-methyl-phenoxy]-acetonitrile (example 76) in place 
of 3-(quinolin-2-yhnethDxy)-benzyl chloride hydrochloride. NMR (300 MHz, CDCI3) 5 7.30 
(m, 8H), 7.12 (m, IH), 7.06 (bs, IH), 6.99 (d, IH), 6.90 (dd, IH), 6.42 (s, 2H),-5.07 (s, 2H), 5.04 
(s, 2H), 5.02 (s, 2H), 4.71 (s, 2H), 433 (q, 2H), 239 (s, 3H), 230 (s, 3H), 131 (t, 3H). MS (ESI) 
552(M+H)*. 

25 

Example 64c 

(2-Methvl-6-r3-f 1 3 ,3-trimethvl-2-oxo-23-dihydro- 1 H-indol-6-vloxymethylVphenoxvmethvll- 
phenoxvl-acetonitrile 

30 The title compound is prepared using essentially the same procedure used in example 64 except 
using [2-(3-bromomethyl-phenoxymethyl)-6-methyl-phenoxy]-acetomtrile (example 76) in place 
of 3-(quinolin-2-ylmethoxy)-benzyl chloride hydrochloride and 6-hydroxy-133-trimethyl-13- 
dihydro-indol-2-one (example 80) in place of ethyl 4-ben2yioxy-2-hydroxy-6-methyl-ben2oate. 
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*H NMR (300 MHz, CDCI3) 5 7.32 (dd, 2H), 7.24 (s, IH), 7.M (m, 4H), 6.96 (dd, IH), 6.62 (dd, 
IH), 6.54 (d, IH), 5,10 (s, 2H). 5.06 (s, 2H), 4.72 (s, 2H), 3.18 (s, 3H), 239 (s, 3H), 1.34 (s, 6H). 
MS(ESI)457(M+H)*. 

5 Example 65 

Etfavl 2-hvdroxy-6*methvl-4*r3-(quinolm-2-yImethoxvVben2yloxyVbe^ 
2,4-Dihydroxy-6-methyl-ben2oic.acid ethyl ester (315 mg, 1 .6 mmol) is combined vdth 2-(3- 
chloromethyl-phenoxymethyl)-quinoline hydrochloride (0.5 1 g, 1 .6 mmol, example 49), 

10 tetrabutylammonium iodide (55 mg, 0.15 mmol) and potassium carbonate (0.48 g, 3 J mmol) in 
acetone (9 mL). The reaction is heated at reflux 48 h. The reaction is partitioned between ethyl 
acetate and saturated ammonium chloride. The organic phase is washed with brine, dried over, 
magnesium sulfate, filtered aiid concentrated to yield the crude product This material is purified 
by column chromatography (silica, 3% ether in dichloromethane) to the title. compound; m.p. 

15 127-128 *»C, MS (ESI) 444 (M+H)*. 

Example 66 

Ethyl 2-methoxv-6-methvl-4-r3-( qxiinolin-2-vhneth6xvVbenizyloxvVbenzDate 
20 To a solution of ethyl 2-hydroxy-6-methyl-4-[3-(quinolin-2-ylmethoxy)-ben2yloxy]-ben2oate 
(150 mg, 034 mmol, example 65) in DMF (5 mL) is added sodium hydride (60%, 14 mg, 034 
mmol) and the reaction is stirred 20 min. lodomethane (0.03 mL, 0.5 mmol) is added and the 
reaction is heated at 50 °C for 7 h. The reaction is concentrated in vacuo and the residue is 
partioned between dichloromethane and aqueous ammonium chloride. The water layer is back- 
25 extracted with dichloromethane, the organic phases are combined, dried over magnesium sul&te, 
filtered and concentrated to yield crude product. The residue is purified by column 
chromatography (silica, 10 to 20% ethyl acetate in hexanes to provide the title compound; MS. 
(ESI)458(M+H)*, 

30 Example 66a 



Ethvl 2-b€n2yloxv>6-methyl'4-r3-(quinolin-2-ylmethoxyVben2vloxv1-ben2oate 
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The title compound is prepared using essentially the same procedure used in example 66 except 
using benzyl bromide in place of iodomethane. MS (ESI) 534 (M+H)*. 

Example 67 

4-BenzyIoxv-2-methvl-6- f3-(quinolin-2-vlmethoxvVbenzvloxv1-ben2oicacid 
Ethyl 4-ben^loxy-2-methyl-6-[3-(quinolin-2-yhnethoxy)-benzyloxy]-benzoate (2.4 g, 4.5 
mmole, example 64) is added to ethaaol (50 ml) and ION sodium hydroxide (4.4 ml, 44 mmole) 
and refluxed for 8 hours. The solvent is removed in vacuo and the residue is dissolved in 
dichloromethane with a small amount of water and is acidified to pH6 with IN HCL The organic 
layer is dried over MgS04 and die solvent removed m vacuo. The crude product is purified by 
column chromatography (silica, 1% methanol in dichloromethane) to provide the tide compound. 
m.p. 146.149'C; 'H NMR (300 MHz. CD3OD) d 8 34 (d, IH), 8.04 (d. IH), 7.91 (d, IH); 7.78- 
7.70 (m, 2H). 7.61 (t, H), 7J7-7.20.(m, 7H), 7.05-6.91 (m, 2H), 6.51 (d, IH), 6.47 (d. IH), 5 J5 
(s, 2H). 5.09 (s, 2H), 5.03 (s, 2H), 2.29 (s. 3H); MS (ESI) 506 (M+H)*. 

Tte following compounds are prepared using essentially the same procedure used in example 67 
excqjt using the cited ester in place of efliyl 4-benzyloxy-2-methyl-6-[3-(quinolin-2-yhnethoxy> 
benzyloxy]-benzoate. 

Example 67a 

2-Medioxv-frmelhvl-4-r3-f quinolin-2-vhnethoxvVbenzvloxv1-beiizDieacid 
'H NMR (300 MHz, CDCI3). 5 8.38 (d, IH), 8.03 (d, IH), 7.79 (,d.H), 7.70-7.67 (m, 2H). 7.61 (t, 
H). 7.28 (t, IH), 7.14 (s, IH), 7.01 (t, 2H), 6 J5 (t. 2H), 537 (s. 2H), 5.03 (s, 2H), 3.71 (s, 3H), 
226(s.3H); MS (ESO 430 (M+H)*. Prepared from ethyl 2-methoxy-6-methyl^[3-(quinolin- 
2-yhnethoxy)-benzyloxyl-benzoate (example 66). 

Example 67b 



• 2-Benzyioxv-6-methvl-4- D-fquinoIin-2-vlmethoxv)-benzyloxvl-benzoicacid 
125-127 'C; 'H NMR (300 MHz. CDCI3) 5 8. 1 8 (d. lH)i 7^83 (d, IH), 7.74-7.55 (m, 3H), 7.40 
(s, 5H), 7.39-7.29 (m. IH), 7.09 (s, IH), 7.00 (m, 2H), 6.50 (s, 2H), 5.41 (s, 2H), 5.13 (s, 2H), 
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5.04 (s, 2H), 2.58 (s, 3H); MS (ESI) 506 (M+H)^ Prepared from ethyl 2-benzyloxy-6-methyl- 
4-[3-(quinolin-2-ylmethoxy)-benzyloxy]-ben2oate (example 66a). 

Example 67c 

5 

4- Methoxv-2*methvl-6*r3-fqumolin-2-yImethoxv>benzyIoxy1-be acid 

*H NMR (300 MHz, DMSO) 8 8.39 (d, IH), 8.02-7.96 (m, 2H), 7.79-7.74 (m, IH), 7.67-7.57 
(m. 2H), 7.31-7.25 (m, IH), 7.16 (s, IH), 7.02-6.96 (m, 2H), 6.49 (s, IH), 6.39 (s, IH). 534 (s, 
2H), 5.09 (s, 2H), 3.71 (s, 2H), 2.20 (s, 3H); MS (ESI) 429 (M+H)*. Prepared from ethyl 4- 
10 . methoxy-2-methyl-6-[3-(qxiinolin-2-yhnethoxy)-ben2yloxy]-ben2oate(cxamp^ 

Example 68 

5- ethvl-2-chloromethvl pyridine 

15 To a solution of 5-etfayl-2-methyl-pyricUne-l-oxide (427 mg, 3.1 1 mmol, example 45c) in 
CH2CI2 (2 mL) is added a solution (0.2 mL) of phosphorous (v) trichloride oxide (327 ^L) in 
..CH2CI2 (2 mL). Added simultaneously the remaining phosphorous (v) trichloride oxide sbludon 
and a solution of triethylamine (488 |j.L) in CH2CI2 (2 mL) at such a rate as to maintain a reflux. . 
After the addition is complete, let reaction mixture cool to 20 and diluted with EtOAc. the 

20 organic layer is washed with sat NaHCOa soln., brine, dried over MgS04 and concentrated. The 
residue is purified by flash chromatography (silica, 1 0% ethyl acetate in dichloromethane) to 
provide the title compound MS (ESI) .156 (M+H)*. 

Example 69 

25 

2-(5-Ethyl-pvridin-2-vn-ethanol 

To a cooled solution (-lO^'C) of diisopropylamine (2J1 mL, 16.5inL) inTHF ( 45 mL) is added 
..dropwise (2.5M) n-butyllithium (6.6 mL, 16.5 mmol), let stir 10 min. then cooled to -78®C, To 
this mixture is added dropwise a solution of 5-ethyl-2-methylpyridine (1.98 mL, 15 mmol) in 
30 .THF(3mL)andletstirfor 10minat-78^C. To the reaction mixture is added paraformaldehyde 
(1.13 g, 37.5 mmol), the cold baft removed and stirring continued for 1 hr. Quenched reaction 
with H2O, diluted with EtOAc and the organic layer washed with brine, dried over MgS04 and 
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concentrated. The residue is purified by flash chromatography (silica, 0.5% ammonia / 5% 
methanol / dichloromethane) to give the title compound as a pale yellow oil. MS (EI) 151 (M)*. 

Example 69a 
5 ■ 

2- Quinolin-2-vl-ethanol 

The title compound is prepared using essentially the same procedure used in example 69 except 
using 2-methyl-quinoline in place of 5-ethyl-2-methylpyridine. MS (ESI) 174 (M+H)*. 

10 Example 70 

Benzoic acid 3*r2-f5-ethvl-pvridin-2-vl)-ethoxvVphenyl ester . 

To a solution of 2-(5-ethyl-pyridin-2-yl)-cthanol (480 mg, 3.17 mmol, example 69) in THF (10 
niL) is added resorcinol monobenzoate (630 mg, 2.94 mmol), tiiphenylphosphine (850 mg, 324 
15 nmiol) and diethyl azodicarboxylate (5 10 jiL, 324 nmiol); The resulting mixture is stirred for 1 
h then concentrated. The residue is purified by flash chromatography (silica, 35% ethyl acetate in 
hexane) to give the title compound as a yellow oil. MS (ESI) 348 (M+H)^ 

- Example 70a 

20 

Benzoic acid 3-(2'>pvridin»2-vl-ietfaoxvVphenvl ester 

The title compound is prepared using essentially the same procedure used in example 70 except 
using 2-(2-hydroxyethyl)pyridine in place of 2-(5-ethyl-pyridin-2-yl><thanoL MS (ESI) 320 
(M+H)*. 

25 

Example 71 

3- r2-f5-ethyl*pvridin-2^vlVethoxvVphenol 

To a solution of benzoic acid 3-[2-(5-cthyl-pyridin-2-yl)-ethoxy]-phenyl ester (493 mg, 1.42 
30 mmol, example 70) in 1:1 THF / CH3OH (5 mL) is added ION NaOH soln. (0.5 mL) and water 
(50 \iL). The reaction mixture is stirred for 15 min then cooled to 5®C, adjusted to pH 7 with 2N 
HCl soln, and diluted with EtOAc. The organic layer is washed sequentially with brine, sat 
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NaHCOa soln. then dried over MgS04 and concentrated. The residue is purified by several 
trituradons with hexane to give the title compound as a crystalline solid. MS (ESI). 244 (M+H)*. 

Example 71a 

3«f2-pvridih-2-yl-ethoxvVphenol 

The tide compound is prepared using essentially the same procedure used in example 71 except 
using benzoic acid 3-(2-pyridin-2-yl-ethoxy)-phenyl ester (example 70a) in place of 3-[2-(5- 
ethyl.pyridin-2.yl)-ethoxy]-phenyl ester. MS (ESI) 216 (M+H)*. 

Example 72 

f3-f 2-Methoxv-ethoxymethoxvVphenvn-methanol 

To a cooled suspension (O^'C) of 60% NaH (660 mg, 16.5 mmol) in THF (35 mL) is added 
dropwise a solution of 3-hydroxybenzaldehyde (1.89 g. 15 mmol) in THF (15 mL)*and the 
resulting mixture stirred for 20 min. To the mixture is added 2-methoxyethoxymethyl chloride 
(1.88 mL, 16.5 mmol) and DMPU (5 mL), the cold bath removed and stirred for 1 hr. The 
reaction mixture is cooled to 0 ''C then slowly added 2M NaBILj (in triglyme) (3.75 mL, 7.5 
nmiol) and let stir for 1 hr- Slowly quenched with 2N HCl sohi (S.9 mL) and diluted reaction 
mixture with ether. The organic layer is washed with brine, dried over MgS04 and concentrated. 
The residue is purified by flash chromatography (silica, 60% ethyl acetate in hexanes) to give the 
title compound as a pale yellow oiL MS (EI) 212 (M)*. 

Example 73 

2-r3-f2-Methoxv-ethoxvmethoxvV'benzvloxymethyn-pvridine 

To a cooled solution (0**C) of [3-(2-methoxy-ethoxymethoxy)-phenyI>methanol (212 mg, 1 
mmol, example 72) in THF (3 mL) is added 60% NaH (80 mg, 2 mmol) and the mixture stirred 
10 min. Added 2-picolyl chloride.hydrochloride (164 mg, 1 mmol) and DMPU (0.8 mL), 
removed cold bath and let reaction mixture stir for 2 hrs. Quenched reaction with sat NH4CI 
soln. and diluted with EtOAc. The organic layer is washed with brine, dried over MgS04 and 
concentrated. The residue is purified by flash chromatography (silica, 70% ethyl acetate in 
hexanes) to give the title compound as a pale yellow oil. MS (ESI) 304 (M+H)*. 
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The following compounds are prepared using essentially the same procedure used in example 73 
except using the cited halide in place of 2-picoIyl chloride hydrochloride. 

5 Example 73a 

2- r3-f2-Methoxv-ethoxymethoxyVben2yloxymethyn-quinoline 

MS (ESI) 354 (M+H)*. Prepared from 2-(chIoromethyl)quinoline hydrochloride. 

10 Example 73b 

4-Chloro-2*r3*(2-methoxY-ethoxymethoxyV:beiizvloxymethvn-quinoline 

MS (ESI) 388 (M+H)*. Prepared from 2-chloromethyM-chloroquinoline (example 46). . 

15 Example 73c 

6*Methoxy>2«r3-f2-methoxy-ethoxvmetfaoxyVbenzyloxymethvllKiuinoto 

MS (ESI) 384 (M+H)^ Prepared from 2-chloromethyl-6-methoxyqidnoIine (example 46b). 

20 Example 74 

3- (Pvridin-2-ylmethoxymethylVphenol 

. To a solution of 2-[3-(2-methoxy-ethoxymethoxy)-ben2yloxymethyI]-pyridine (171 mg, 0.56 
mmol, example 73) in CH3OH (1.9 mL) is added p-toluenesulfonic acid monohydrate (148 mg, 
25 0.78 nmiol). The mixture is heated to 60*^C and stirred for 1.5 hrs, then cooled to room 

temperature and diluted with EtOAc. The organic layer is washed with sat NaHC03, brine, then 
dried over MgS04 and concentrated to give the title compound as a white crystalline solid. MS 
(ESI)216(M+H)*. . 

30 . The following compounds are prepared using essentially the same procedure used in example 74 
except using the cited MEM ether in place of 2-p-(2-methoxy-ethoxymethoxy)- 
benzyloxymethyl]-pyridine. 

Example 74a 
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3«(Quinolin-2-ylmethoxymethvl)-phenol 

MS (ESI) 266 (M+H)*. Prepared from 2-[3K2-methoxy-ethoxymethoxy)-benzyloxymethyl]- 
qixinoline (example 73a). 
5 ■ 
Example 74b 

3-(4«ChlorcKquinoIin'2>ylmethoxvmethyl)-phenoI 

MS (ESI) 300 (M+H)*. Prepared from 4-chloro-2-[3-(2-methoxy-ethoxymethoxy)- 
10 benzyloxymelhyl]-quino line (example 73b). 

Example 74c - 

3-(6'Methoxy-quinolin'2-ylmethoxymethvlVphenoI 
15 MS (ESI) 296 (M+H>*. Prepared from 6-methoxy-2-[3-(2-mcthoxy-ethoxymetho3Qr> 
benzyloxymethylj-quinoline (example 73c). 

Example 75 

20 r2-(3-Hydroxymethyl-phenoxymethyl)'6'methyI'PhenoxyVacetonitrile 

To a solution of 3-hydroxybenzyl alcohol (202 mg, 1 ,63 mmol) in DMF (5.4 mL) is added 
K2CO3 (247 mg, 1.79 mmol) and (2-bromomethyl-6-methyl-phenoxy)-acetonitrile (430 mg, 1.79 
mmol, example 24). Heated resulting mixture to 60**C and stirred for 3 hrs then cooled to room 
temp and diluted with ether. Washed organic layer with water, brine, dried over.MgS04 and 

25 concentrated. The residue is purified by flash chromatography (silica, 30% ethyl acetate in 
hexanes) to give the title compound. MS (EI) 283 (M)*. 

Example 76 

30 r2"(3'Bromomethvl-phenoxvmethylV6-methvl-phenoxv1-acetonitrile 

To a solution of [2-(3-hydroxymethyl-phenoxymethyl)-6-methyl-phenoxy]-acetonitrile (230 mg, 
0.81 nimol, example 75) in THF (3 mL) is added Ph3? (233 mg, 0,89 mmol) and stiired until 
homogeneous. Cooled solution to.0°C then added portionwise NBS (151 mg, 0.8S mmol) and let 
stir 45 min. Concentrated reaction mixture under reduced pressure. The residue is ptirified by 
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flash chromatography (silica, 40% CH2CI2 in hexanes) to give the title compound as a white 
crystalline solid. MS (EI) 345, 347 (Mf, Br pattern. 



Example 77 

5 

6-MethoxV'3>methvl- 1 3-<lihvdro-iiidol>2-one 

To a cooled solution (-78°C) of 6-methoxy-l,3-dihydro-indol-2-one (840 mg, 52 mmoU See 
QuaUich, Synthesis 1993, 5 1-53) in THF (20 mL) is added dropwise TMEDA (1.57 mL, 10.4 
mL) followed by dropwise addition of 2.5M n-BuLi (4.16 mL, 10.4 mmol). The mixture is 
10 allowed to stir for 1 5 min then warmed to -25''C. lodomethane (405|aL, 6.5 mmol) is added 

dropwise and stirred for 20 min. The reaction is quenched with sat NH4CI soln, warmed to room 
temp and diluted with EtOAc. Washed organic layer with sat NH4CI sohi, brine, dried over 
MgS04 and concentrated The residue is purified by flash chromatography (silica, 45% ethyl 
acetate in hexanes) to give the title compound. MS (ESI) 178 (M+H)'*'. 

15 

Example 78 

6-Methoxv>3,3-dimethvUl ,3-dihydro-indol-2-one 

To a cooled solution (-78°C) of 6-methoxy-3-methyH,3-dihydro-indol-2-<)ne (679 mg, 3.83 
20 mmol, example 77) m THF (13 mL) is added TMEDA (1 .16 mL, 7.66 mmol) followed by 

dropwise addition of 2.5M n-BuLi (3.06 mL, 7.66 mmol). The mixture is stirred 15 min then 

wanned to -25^C. lodomethane (275^L, 4.40 mmol) is added dropwise and stirred for 30 min. 

Reaction is quenched with sat NH4CI soln, wanned to room temp and diluted with EtOAc. 

Washed organic layer with sat NH4CI soln, brine, dried over MgS04 and concentrated. The 
25 residue is purified by flash chromatography (silica, 35% ethyl acetate in hexanes) to give the title 

compound as a white crystalline solid. MS (ESI) 192 (M+H)*. 

Example 79 

3b 6-Methoxv>l .3.3>trimethvM ,3^ydro-indol-2-one 

To a cooled solution (-5°-0*'C) of 6-methoxy-3,3-dimethyM,3-dihydro-indol-2-one (600 mg, 
3.14 mmol, example 78) in THF (10.5 mL) is added 60% NaH (132 mg, 3.30 mmol) and is 
stirred for 15 min. lodomethane (215 jiL, 3.45 mmol) is added to the reaction mixture and stiiied 
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for 2 hrs. Quenched reaction with sat NH4CI soln and diluted with EtOAc. Washed organic layer 
with.sat NH4CI soln, brine, dried over MgSO^ and concentrated. The residue is purified by flash 
chromatography (silica, 30% ethyl acetate in hexanes) to give the tide compound as a white 
crystalline solid. MS (ESI) 206 <M+H)*. 

5 

Example 80 

6-Hvdroxv-l ,33-trimethvM .3*dihydro-indol-2-one . 

To a solution of 6-methoxy-l^,3-trimethyH,3-dihydro-indol-2-one (601 nag, 2.93 mmol, 
10 example 79) in acetic acid (880 jiL) is added hydrobromic acid (48% in H2O) (8.8 mL). The 
resulting solution is heated to reflux (105**-1 10®Q, stirred 2 hrs, then cooled to room temp and - 
concentrated under reduced pressure. The residue is dissolved in EtOAc and the organic layer 
washed with water, brine, dried over MgS04 and concentrated. The residue is purified by 
. triturating with a small volume of ether to give the title compound as an off white solid. MS 
.15 . (ESI) 192 (M+H)*. 

JExample81 

2-r3-f2-Methoxv-ethoxymethoxyVben2vloxv1«quinoline 

20 To a suspension of 60% NaH (44 mg, 1 . 1 mmol) in DMSO (2 mL) is added dropwise a solution 
of [3-(2-methoxy-ethoxymethoxy)-phenyl]-methanol (2 1 2 mg, 1 .0 mmol, example 72) in DMSO 
(1 mL). Let stir 20 min. then added 2-chloroquinoIine (180 mg, I.l mmol) and heated to 100 
for 1 hr. Cooled reaction mixture to room temp, and diluted with EtOAc. The organic layer is 
>yashed with saL NH4CI sohi., brine, dried over MgS04 and concentrated. The residue is purified 

25 by flash chromatography (silica, 25% ethyl acetate in hexanes) to give the title compound as a 
colorless oU. MS (ESI) 340 (M+H)*. 

Example 82 

30 Isobutyl 2-r3-fmethoxy)-phenvlsulfanvlmethvn-6"methvl*benzoate 

A ION solution of sodium hydroxide (0.32 mL, 3.2 namol) is added slowly to a solution of 3- 
miJthoxybenzenethiol (0.42 g, 3.0 nunol) in isobutanol (2 mL) followed by a solution of isobutyl 
2-bTomomethyl-6-mediyl-benzoate (0.96 g, 3.3 mmol, example 2) in isobutanol (2 wL). The 
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reaction is allowed to stir 15 min and is then partitioned between ethyl acetate and dilute aqueous 
HCl. The organic phase is washed with water, dried over magnesium sulfate, concentrated and 
purified by column chromatography (silica, 40% dichloromethane in hexanes) to provide the title 
compound. MS (EI) 344 (M)*. - 
5 ' . 

Example 83 

Isobutvl 2'r3«fhvdroxyVphenvkulfanylmethyn-6-methyl-benzoate 

Boron tribromide (L3 mL, 1.0 M in dichloromethane, 1.3 mmol) is added to a solution of 

10 isobutyl 2-[3-(methoxy)-phenylsulfanylmethyl]-6-methyI-ben2oate (194 mg, 0.56 mmol, 
example 82) in dichloromethane (3 mL) at 0 °C and then the reaction is stirred at room 
temperature 3h. The reaction is then partitioned between sodium. bicarbonate solution and ethyl 
acetate. The organic phase is dried over magnesium sulfate, concentrated and purified by 
column chromatography (silica, 15 % ethyl acetate in hexanes) to provide the title compound. 

15 MS (EI) 330 (M)^ 

Example 84 

Isobutvl 2«methyl-6-f 3-f quinolin-2-ylmethoxy Vphenylsulfanyhnethyn-benzoate 
20 The free base of 2-(chloromethyl)quinoline. hydrochloride (148 mg, 0.69 mmol) is prepard by 
partioning the material between ethyl ether and sodium bicarbonate and drying the organic phase 
with mapesium sulfate. This material is then dissolved with isobutyl 2-[3-(hydroxy)- 
phenylsulfanyhnethyl]-6-methyl-benzoate (220 mg, 0.67 mmol, example 83) in DMF (2 mL) at 
0 **C and sodium hydride (60%, 27 mg 0.67 mmol) is added. The reaction is allowed to stir 16 h 
25 and is then partitioned between ethyl acetate and water. The organic phase is washed with water 
(3X), dried over magnesium sulfate, concentrated and purified by colunm chromatography 
(silica, 10% ethyl acetate in hexanes) to provide the title compound, NMR (300 MHz, CDCI3) 
5 8.19 (d, IH), 8.08 (d, IH), 7.83 (d, IH). 7.74 (t, IH), 7.63 (cf, IH), 7.55 (t, IH), 7.18-7.07 (m, 
4H), 6.99 (d, IH), 6.89 (d, IH), 6.82 (dd, IH), 5.33 (s, 2H), 4.18 (s, 2H). 4.10 (d, 2H), 2.36 (s, 
3d 3H), 2.07-2.01 (m, IH), 0.98 (d, 6H); MS (ESI) 472 (M+H)* 



Example 85 
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Isobutyl 2-methvi-6-r3-(QumoUn-2-vlmethoxvVphenvlsulfinvlmethylVben2oate 
m-Chloroperbenzoic acid (<86%, 34 mg, 0. 1 7 mmol) is added to a solution of isobutyl 2-metlqrl- 
6-[3-(quinolin-2-yImethoxy)-phenylsulfanylmethyl]-benzoate (80 mg, 0.17 mmol, example 84) 
in dichloromethane (I mL) and the reaction is stined overnight. The reaction is partitioned * • 
5 between ethyl acetate and sodiimi bicarbonate and the organic phase is vsrashed with additional 
bicarbonate solution, dried over magnesium sulfate, concentrated and purified by column 
chromatography (silica, 40 % ethyl acetate in hexanes) to provide the title compound. MS (ESI) 
488 (M+H)*. 

10 Example 86 

Isobutyl 2-methvl-6-r3-( q.uinolin-2*ybnethoxv>phenylsiilfonvlmethyn*benzoat^ 
m-Chloroperbenzoic acid (<86%, 62 mg, 0.3 1 mmol) is added to a solution of isobutyl 2-methyl- 
6-[3-(quinolin-2-ylmethoxy)-phenylsulfanylmethyl]-benzoate (73 mg, 0.16 mmol, example 85) 
15 in dichloromethane (1 mL) and the reaction is stirred overnight The reaction is partitioned 
between ethyl acetate and sodium bicarbonate and the organic phase is washed with additional 
.bicarbonate solution, dried over magnesium sulfiite, concentrated and purified by column 
chromatogn^hy (silica, 30 % ethyl acetate in hexanes) to provide the title compound. MS (ESI) 
504 (M+H)*, 

20 

Example 87 

f l-Quinolin-2-vhnetfavl-lH-imidazol-4-vlVmethanol and f3-quinolin-2-yhnethvU3H-imidazol-4- 
ylVmethanol 

25 2-Chloromethyl-quinoline hydrochloride (2,24 g, 10.5 mmol), 4-(hydroxymethyl>imidazole 
hydrochloride (135 g, 10 mmol) and K2CO3 (4.2 g, 30 mmol) are dissolved/suspended in anhyd. 
DMF (20 mL) and heated to 1 00 with rapid stiiring overnight The reaction is cooled to r.t 
and poured into water (400 mL) and extracted with chlorofoiin (3 x 150 mL). The organic 
fiactions.are pooled and washed with brine (2 x 200 mL), dried over MgS04, filtered and 

30 reduced under vacuum to an oil. The crude material is purified by flash chromatography (silica, 
5% methanol in dichloromethane) to give (3-quinolin-2-ylmethyl-3H-imida2ol-4-yl>methanol 
and (l-quinolin-2-yhnethyMH-inudazol-4-yl)-methanol in a 2:3 ratio. The identity of each 
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regioisomer was determined by NMR NOE experiments. MS (ESI) 240. (M+H)* found for both 
regioisomers. 

.Example 88 
5 * 

Isobutvl 2»methvl-6'f 1 'quinoiin-2-ylmethyl-I H"imida2oI-4-vlmethoxvmethylVben2oate 
(l-QuinoIin-2-ylmethyHH-imidazol-4-yl)-methanol (350 mg, 1.46 mmol, example 87) is 
dissolved in 20% DMPU in THF (5 mL) and cooled to 0 ^C. Sodium hydride (60%, 60 mg, 1,50 
mmol) is added portionwise, and the contents stirred for 15 min- Isobutyl 2-br9momethyl-6- 

10 methyl-benzoate (57%, 730 mg, 1.46 mmol, example 2) is added, the reaction is allowed to come 
to r,L and stirred overnight. The contents are poured into water (200 mL) and extracted with 
dichloromethane (3 x 75 mL). The organic fractions are pooled and washed with brine (3 x 100 
mL), dried over MgS04, filtered and reduced under vacuum to an oil. The crude material is 
purified by flash chromatography (silica, 3% methanol in dichloromethane) to give the title 

15 compound. MS (ESI) 443 (M+H)*. 

Example 88a 

Isobutyl 2-metfayl-6-n'Cuinolih-2-ylmethyl-3H-imida2ol-4-vhnethoxymethyl^^ 
20 , The title compound is prepared tising essentially the same procedure used in example 88 except 
using (3-quinolin-2-yhnethyl-3H-imidazol-4-yl)-methanoI in place of (l-qmnolin-2-ylmethyl- 
lH-imidazol-4-yl>-methanol. MS (ESI) 443 (M+H)*. 

Example 89 ' . 

25 

2-Methy l-6-( 1 -q\iinolin'-2«y hnethy 1- 1 H-imidazoI-4-y Imethoxymethy IV-benzoic acid 
Isobutyl 2-methyI-6-(l-qmnolin-2-yhnethyl-lH-imida2ol-4-ylmetfaoxymethyl)-ben2oate (300 
mg, 0.68 mmol, example 88) is dissolved in ethahol (5 mL). ION NaOH (680 ^L, 6.8 mmol) is . 
added and the contents heated to 90 °C overnight. The reaction is cooled to r.t, 2 N HCl (3.4 
30 mL, 6.8 mmol) is added and the pH adjusted to 5 - 7. The contents are poured into water (100 
mL) and extracted with chloroform (3 x 75 mL). The organic fractions are pooled, washed with 
brine (3 x 100 mL), dried over MgS04, filtered and reduced under vacuum to an oil. The crude 
material is purified by HPLC (C-18, 25-50% acetonitrile in water over 15 min.) to give the title 
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compoiind as the TFA salt. 'H NMR (300 MHz, CDCI3) 5 8.93 (s, IH), 8.3 1 (d, IH), 8.07 (d, 
m 7.86 (d, IH), 7.78 (t, IH), 7.63 (t, IH), 7.5 1 (d, IH). 7.44 (s, IH), 7.17-7.12 (m, IH), 7.06- 
7.01 (m, 2H), 5.64 (s, 2H), 4.66 (s, 2H), 4.48 (s, 2H), 2.29 (s, 3H). MS (ESI) 388 (M+H)^ 

Example 89a 

2-Methvl-6-(3-quinolm>2 >vlmethvI-3H-imida2oM-vlmethoxvmeth^^ 

The title compound is prepared using essentially the same procedure used in example 89 except 
using isobutyl 2-methyl.6-(3.quinolin-2-ylmethyl-3H-iniida2oM-yte in 
place of isobutyl 2.methyU6<l-quinolin.2-ylmetfayl-lH-inuda2oI-4-ylmethoxym 
^H NMR (300 MHz, CDCI3) 5 8.95 (s, IH), 8.27 (d, IH), 8.05 (d, IH), 7.82-7.76 (m, 2H), 7.64- 
7.59 (m, IH), 7.46 (s, lH), 7.38 (d, IH), 7.10-6.99 (m, 2H), 6.92 (d, IH), 5,91 (s, 2H), 4.52 (s, 
2H), 4.49 (s, 2H), 223 (s, 3H). MS (ESI) 388 (M+H)* 

Example 90 

2*f 3-f 1 H-I ndoI-3-vlmethvl)-phenoxvmethvIl-quinoline 

Indole (230 mg, 2.0 mmol) is dissolved in tetrahydrofuran (3 mL) and ethylmagnesium bromide 
(1 M, 2.0 mL, 2.0 mmol) is added and the reaction is heated for 2 h at 65 ''C. The free base of 2- 
(3-chloromethyl-phenoxymethyl)-quinoline hydrochloride (400 mg, 1.2 mmol, example 49) is 
prepard by partioning the material between ethyl ether and sodium bicarbonate and drying the 
organic phase with magnesium sulfate. This free base is dissolved in tetrahydrbfiiran (2 mL) and 
is added to the cooled indole/Grignard solution, along with catalytic tetrabutylamraonium iodide. 
This mixture is heated 6 h at 65 **C. The reaction is then cooled and partitioned between ethyl 
ether and ammonium chloride. The organic phase is washed with brine, dried over magnesium 
sulfate, concentrated and purified by colunm chromatography (silica, dichloromethane) to yield 
the title compound. MS (ESI) 365 (M+H)*. . 

Example 91 

f 3-r3-f Quin olin-2-vlmethoxv)-benzvn-indol- 1 -yl \ -acetic acid 

Sodium hydride (60%, 22 mg, 0.55 mmol) is added to a solution of 2-[3-(lH-indol.3-ylmethyl). 
phenoxymethyl]-quinoline (90 mg, 0.25 mmol, example 90) in DMF (2.5 mL). After stirring 5 
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minutes ethyl broraoacetate (0.1 mL, 0.9 mmol) is added and the reaction is allowed to stir 2h. 
The reaction is partitioned between ethyl acetate and anmioniiim chloride and the organic phase 
is washed with water. The organic phase is dried over magnesium sulfate, concentrated and then 
the solid is titurated with ethyl-ether and ethyl acetate to provide the tide compound as a solid- 
5 m.p. 151-159 «C; NMR (300 MHz, CDCI3) 5 8.20 (t, 2H), 7.83-7.80 (m, IH), 7.77-7.71 (m, 
IH), 7.67 (d, IH), 7.61-7.53 (m, IH), 7.45-7.42 (m, IH), 7.29-7.14 (m, 3H), 7.05-6.99 (m, 2H), 
6^94 (s, IH), 6.85 (m, 2H), 5.16 (s, 2H), 4.84(s, 2H), 4.1 1 (s, 2H); MS (ESI) 423 (M+H)*. 

Example 92 

10 

Ethyl f2-formyl-6-methyl-2-phenoxvVacetate 

Ethyl bromoacetate (4.5 mL, 40 mmol), 2-hydroxy-3-methyl-ben2aJdehyde (5 g, 37 mmol and 
potassium carbonate (8,1 g, 59 mmol) are combined in acetone (60 mL) and refluxed overnight 
The reaction is filtered and the solvent removed from the filtrate under reduced pressure to give 
15 the title compound. MS (GC-MS) 222 (M)* 

.Example 93 

Ethyl 7-methyl-benzofiiran-2-carboxvlate 
20 Sodium (0.52 g, 23 mmol) is dissolved in ethanol (60 mL) and to this is added ethyl (2-formyl- 

6-methyl-2-phenoxy)-acetate (5 g, 23 mmol, example 92). This mixture is refluxed for 3 hours 
. and the solvent is removed in vacuo. The residue is dissolved in dichloromethane/water and 

acidified with IN HCL The organic layer is washed with water and brine and then dried over 

magnesium sulfete and the solvent removed in vacuo. The residue is purified by flash 
25 chromatography (silica, 1% methanol in dichloromethane) to give the title compoimd. MS (GC- 

H)176(M)+. 

Example 94 

30 Ethyl 7-bromomethvl-benzofiiran-2-carboxvlatie 

Ethyl 7-methyl-benzofiiran-2-carboxylate (0.5 g, 2.4 mmol, example 93), N-bromosuccinimde 
(0.48 g, 2.7 mmol) and benzoyl peroxide (0.06 g, 2.4 nunol) are combined in carbon 
tetrachloride (10 mL) and heated in an oil bath at 90°C overnight. The reaction is filtered and the 



wo 00/64876 



PCTAJSOO/11490 



181 

filtrate solvent is removed in vacuo. The residue is purified by flash chromatography (silica, S% 
to 10% ethyl acetate in hexanes) to give the title compound. MS (GC-EI) 360, 362 (M*, Br 
pattern). 

5 Example 95 

Ethyl 2-methyl-6-trifluoromethanesulfonvloxv benzoate 

. Ethyl 6-methylsalicylate (2.5 g, 14 mmol. See, Hauser, Frank M., Synthesis 1980, 10, 814-15) is 
dissolved in THF (20 mL) under nitrogen and cooled in an ice bath. Sodium hydride (60%, 0.56 

10 g, 14 mmol) is added and the mixture is stirred 15 minutes. Then DMPU (0,20 mL) andN- 
phenyl-trifluoromethanesulfonimde (5.0 g, 14 mmol) are added and the reaction is stirred vdth 
cooling for 2 hours. The solvent is removed in vacuo and ether is added and the organics are 
washed with water, then dried over magnesium sulfate and concentrated under reduced pressure. 
The residue is purified by flash chromatography (silica, dichloromethane) to give the title 

.15 compound. ■ * 

Example 96 

3-f2-methoxy-ethoxvmethoxvVphenvliodide 

.20 To a suspension of 60% sodium hydride (1.76 g, 44 mmol) in THF (10 mL), cooled to 0**C, is 
added 3-iodophenol (8.8 g, 40 mmol) and methoxyethoxyrnethyl chloride (5 mL, 44 mmol) in 
THF (50 mL). Then DMPU (10 mL) is added, the cooling biath is removed and the reaction is 
stirred for an hour. The reaction is diluted with ether, washed with water and brine and the 
organic layer dried over magnesium sulfate. The solvent is removed in vacuo to give the title 

25 compound. 

Example 97 

r3-f2-Methoxy-€thoxymethoxyVphenvlethvnvn-trimethyl silane 
30 3-(2-Methoxy-ethoxymethoxy)-phenyliodide (12.1 g, 39 mmol, 96) and 

tetrakis(triphenyiphosphine)pailadium (1 Jl g, I.O mmol) and cuprous iodide (0.096 g, 0.S mmol) are 
dissolved in THF (120 mL) and to this is added piperidine (12 mL) and (trimethylsilyl)acctylenc (8 mL, 
57 mmol). This mixture is degassed and is then stirred for 2 hours. The reaction is then diluted with ether 
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and washed twice with water and brine and the organic layer dried over magnesium sulfate. The solvent is 
removed w vocm to give the title compound. MS (El) 206 (M)*. 

Example 98 

5 ■ 

Ethyl-2-r3-f 2-methoxv-^oxvmethoxvVphenvletfavnvn-6-methvl-te 

[3-(2-Methoxy-«thoxymethoxy>phenylethynyI]-trime^^^ silane (0.57 g, 2 mmol, example 97) 
and 1.0 M tetrabutylammonium fluoride (2.1 mL, 2 mmol) are added to THF (10 mL) and acetic 

10 acid (0.13 g, 2 mmol) is added and this mixture is stined at 20*'C, under nitrogen. After 15 

minutes, the solvent is removed in vacuo and the residue is azeotroped with benzene and purified 
by flash chromatography (silica, 20% ethyl acetate, 30% dichloromethane in hexanes) to give 1- 
ethynyl-3-(2-methoxy-ethoxymethoxy)-ben2ene (0.28 g, 1.4 mmol) which is dissolved in THF (8 
mL), cooled to -78*'C, under nitrogen and to this solution is added 2.5M n-butyl lithium (0.56 ' 

15 mL, 1.4 nunol) dropwise over 30 seconds.' After stirring for 15 minutes, l.OM zmc "chloride in 
ether (1 .4 mL, 1 .4 mmol) is added dropwise over 30 seconds and this mixture is stirred for 30 
mnutes. Bis^dibenzyUdeneacetone) palladium (0.04 g^ 

phosphino) ferrocene (0.04 g, 0.07 mmol) is added and to this mixture is added ethyl-2-methyl- 
6-trifluoromethanesulfonyloxy benzoate (0.44 g, 1 ,4 mmol, 95) ia THF (2 mL). The cooling bath 

20 is removed and the reaction allowed to warm to room temperature. Then the reaction mixture is 
heated in an oil bath at 65*C overnight The reaction is then diluted with ethyl acetate (50 mL), 
washed with saturated ammonium chloride and brine and then dried over magnesium sulfate. 
The solvent is removed m vacuo and the residue purified by flash chromatography (silica, 10% 
ethyl acetate, 25% dichloromethane in hexanes) to give the idtie compound. MS (ESI) 369 

25 (M+H)*. 

Example 99 

(3*MethyI-4-oxo- 3 .4-dihvdro>quinazolin-2>yl Vmeth yl chloride . 
30 To a suspension of isatoic anhydride (1 .63g, 10 mmol) in dioxane (40 mL) is added 
methylanune solution (5 mL, 2M in THF). The resulting solution is stirred for Ih then 
concentrated under vacuum. The residue is taken up in toluene (30 mL) then pyridine (5.5 mL) is 
added followed by a solution of chloroacetyl chloride (2.7 mL, 34 nunol) in toluene (15 mL). 



wo 00/64876 



183 



PCTAJSOO/11490 



The resulting mixture is stirred for .15 L The solid product is filtered, washed with water, then 
• dried under vacuum to give 2. Ig of a tan solid A portion of this product (452 mg, 2 mmol) is 
suspended in benzene (10 mL) then /^-toluene sulphonic acid monobydrate (394 mg, 2 mmol) is 
added. This mixture is wamiedio 70 **C and stirred at this temperature for 1 0 h. The mixture'is 
, 5 then cooled to room temperature and the benzene solution decanted. The residual solid is mixed 
with sodiimi bicarbonate solution (sat) and this mixture is extracted with ethyl acetate / 
methanol / dichioromethiane. The combined extracts are washed with brine, dried over MgS04 
and concentrated to give the title compound as a tan solid. 'H NMR (300 MHz, CDCI3): 5 8.28 
(d, IH), 7.75 (t, IH), 7.67 (d, IH), 7.51 (t, IH), 4.62 (s, 3H), 3.76 (s, 3H). 

10 

Example 100 

3-(2-Hvdroxvirietfavl-3-methvI*benzyloxvVphenol 

To a cooled (0 ^^C) solution of methyl 2-methyl-6-[(3-hydroxy-phenoxy)-methyl]-benzoate (220 
1 5 mg, 0.76 mmol, example 5) in THF (2 mL) is added lithium aluminum hydride solution (1 J mL, 
IM in THF). The restilting solution is stirred for 10 min then warmed to room temperature.and 
stined for 40 min. This solution is then cooled to 0 and water (75 mL) added, dropwise, 
followed by sodium hydroxide solution (75 mL, 5N) and water (75 mL). The resulting 
suspension is diluted with ether, filtered through celite and the solid washed thoroughly with 
20 methanol (until the solid is free of product by TLC analysis). The combined filtrates are 
concentrated under vacuum to give the title compotmd as a white solid. MS (EI) 244 (M)*. 

Example 101 

25 . 2*f3-(2-HYdroxvmethvl-3-methyl-benzyloxvVt)henoxvmethylV3-methvl-3H-quin^ 

To a solution of 3-(2-hydroxymethyl-3-methyl-benzyloxy)-phenol (87 mg, 0.38 mmol, example 
100) and (3-methyl-4-oxo-3,4-dihydroKiiiinazoIin-2-yl)-methyl chloride (94 mg, 0.45 mmol, 
example 99) in DMF (1 mL) is added powdered K2CP3 (78 mg, 0.5 mmol). The resulting 
mixture is warmed to 60 and stirred at this temperature for 5h. This mixture is cooled to room 

30 temperature, diluted with ethyl acetate, washed with water and brine, dried over MgS04 and 
concentrated. The residue is purified by flash chromatogn^hy (silica, 40% ethyl acetate / 30% 
dichloromethane in hexanes ) to give the title compound as a foam. MS (ESI) 417 (M+H)*. 
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Example 101a 

{2-r3-(5-Cvdobutvl-fl.2.4 1oxadiazol-3-vlmethoxvVohenoxvmethvn-6-methYl-p hpn Yi)- 
methanol 

The title compound is prepared using essentially the same procedure used in example 101 excq 
using 3-chloromethyI.5-cyclobutyl-[U,4]oxadiazoIe in place of (3-methyl-4-oxo-3,4-dihydro- 
quinazolin-2-yI)-methyl chloride. MS (ESI) 3 8 1 (M+H)* 



10 Example 102 

2-Metfavl-6-r3-r3-m etfavl-4-oxo-3.4-dihvdro-quinazolin-2-vlmethoxvVDhenoxvmethvn^ 
benzaldehvde 

To a cooled (-78 'C) solution of oxalyl chloride (2 J mL, 1.75 M m CH2CI2) is added, dropwise, 
15 DMSO ( 80 mL). On complete addition, a solution of 2-P-C2-hydroxymethyl-3-methyl- 

ben2yloxy)-phenoxymethyl]-3-methyl-3H-quina2olin-4-one (120 mg, 0.28 mmol, example 101) 
in dichloromethane (I mL) is added dropwise. This solution is stirred for.5 min then 
triethylamine (276 mL, 2mmol) is added in one portion. The cold bath is removed and stirring 
continued for 1 0 min. The mixture is then diluted witii etiiyl acetate, washed with water and 
20 brine, dried over MgS04 and concentrated to give the titie compound as a solid. MS (ESI) 415 
. (M+H)*, 

Example 102a 

^ 2-r3-f5-Cvclobutvl-ri.2.4] oxadia2ol-3-vlmethoxyVphenoxvmedivn-6-methvl-ben2aldehvde 

The titie compound is prepared using essentially the same procedure used in exanq)le 102 except 
»ising {2-[3-(5-cyclobutyl-[lA4]oxadia2ol-3-ylmethoxy)-phenoxymethyl]-6-methyl-phenyl}. 
methanol (example 101a) in place of 2-(3-(2-hydroxymethyU3-methyl.benzyIoxy)- 
pherioxymetiiyl]OHmethyl-3H[-quinazolin-4-one. MS (ESI) 379 (M+H)*. 



30 



Example 103 

2-Methvl-6-r3-f3-methYl ^xo-3.4-dihvdro-Quinazolin-2-vlmethoxvVphenoxvmethvll-ben2oic 
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To a suspension of 2-fnethyl-6-[3-(3-raethyl-4-oxo-3,4-dihydro-quina2olin-2-ylmeA^ 
phenoxyraethyI]-benzaldehyde (120 mg, 0.28 mmol, example 102) in r-butanol (1.5 mL) is 
added iso-butene (0.5 mL) followed by NaClOi (220 mg, tech.grade 1.6 mmol) in water (1,5 
mL) and NaH2P04.H20 (220 mg, 1 .6 mmol) in water (1.5 mL). This mixture is stirred for Ih 
5 (during which time the solids dissolve) then diluted with ethyl acetate, washed with water and 
brine, dried over MgS04 and concentrated. The residue is purified by flash chromatography 
(10% methanol in dichlorbmethane). This product was suspended in chloroform and filtered 
through celite. The filtrate is concentrated under reduced pressure to give the title compound as 
an amorphous solid. *H NMR (300 MHz, CDCI3): 5 8.41 (d, IH), 7.84 (m, 2H), 7.62 (m, IH), 
10 7.33 (m. 2H), 7.20 (m, IH), 7.14 (t, IH), 6.81 (m, IH), 6.70 (m, 2H), 529 (s, 2H), 5.25 (s, 2H), 
3.80 (s, 2H), 2.52 (s, 3H). MS (ESI) 430 (M+H)*. 

Example 103a 

15 2-r3-f5-CyclobutvI-ri:2.4 1oxadia2olO-ylmethoxvVphenoxvmethvn-6-^^ acid . 

The title compound is prepared using essentially the same procedure used in example 103 except 
using 2.[3-(5-Cyclobutyl.[l,2,4]oxadiazoW-yhnethoxy)-phenoxyme%^^ 
benzaldehyde (example 1 02a) in place of 2-methyl.6-[3-(3-methyl-4-oxo-3,4-dihydro- 
quinazolin-2-yhnethoxy)-phenoxymethyI].ben2aldehyde. *H NMR (300MH2, DMSO) 5 7.10 

20 (m, 4H), 6.68 (s, IH), 6.60 (m, 2H), 5.19 (s, 2H), 5.13 (s, 2H), 3.86 (m, IH), 2.36 (m, 4H), 228 
(s, 3H). 2.08 (m, IH), 1.96 (m, IH). MS (ESI) 395 (M+H)^. 

Example 104 

25 5-Phenvl-2-methvlpvridine 

. To a cooled (-70*'C) solution of 3-phenyIpyridine (1.43 mL, 10,0 mmoles) in diethyl ether (7J 
mL) is added dropwise methyllithium (LiBr complex, 1.5 M in diethyl ether, 7.33 mL, 1 1 .0 
nmioles). After letting warm to room temperature over 16 hours the reaction is cooled (0**C) and 
quenched with distilled water (5 mL). The reaction is then extracted with methylene chloride, 

30 the organic layer isolated and concentrated, and the resulting residue purified by colunm 
chromatography (silica, 3:1 hexane: EtOAc) to yield the title compoimd as a pale yellow oil. 
MS(ESI)170(M+H)*. 
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Synthesis of a comoourid of Formula fVl) 

A compound of Formula (VI) is prepared in a multi-step synthesis illustrated in the below 
scheme. The key starting material is quinaldine. In the first suge it is chlorinated to form 2- 
chloromethylquinoline which, without isolation, is reacted with hydroquinone to form the intermediate 4- 
5 (quinolin-2-yl-methoxy)phenol (VIII). This intermediate is then treated with a,a'-dichiort>-£>.xylcne to 
form 2-[4-quinolin-2-yl.methoxy)phenoxymethy!]benzy! chloride, which is converted in situ to 2-[4- 
quinoiin-2-yl-methoxy)phenoxymethyI]phenylacetonitrile (IX), the penultimate precursor to (VI). 

(IX) is converted to (VI) crude, in a reaction with sodium azide and ammonium chloride which 
transforms the nitrile group into the tetrazole ring. The purification of the final product is accomplished 
1 0 by recrystallization of the crude material from methanol to afford pure (VI). 




15 Solid Phase Synthesis of a Compound of Formula: 




1. Acid Loading: 
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5 AIL round bottom flask is charged with 4-(bromoinethyI)benzoic acid (32^6 g, I SCO mmole) 

and dichloromethane (650 mL). A stir bar is carefully added and the reaction flask is immersed in an ice- 
water bath. After approximately IS minutes, oxally! chloride (1S.7 mL, 180 moles) is added. After 
approximately 15 minutes, N,N-dimethyIformaide (500 mU cat) is added. The reaction began to bubble. 
After stirring for 1 .5 hours, the ice-water bath is removed. After stirring for 3 hours at ambient 

10 temperature, the effervescence has ceased. At the end of this period, the stirbar is removed from the . 
reaction mixture and the reaction solvent is removed in vacuo. After the solvent has been removed, more 
dichloromethane is added to the reaction flask and this too is removed in vacuo. 

A three neck 3L round bottom flask is charged with dry N,N-dimethylfonnamide ( 1 3 L), N^- 
diisopropyiethylamine (39.19 mL, 225 mmoles), 4-N,N-dimethylaminopyridine (3.67 g, 30 mmole) and 

15 MicroKANS [1456, 15 rag of Wang resin (1.7 mmole/g loading) per MicroKANs, 25.5 

micromoles/microKAN, 37.1 mmoles]. The flask is fitted with an overhead stirring apparatus. After • 
stirring for approximately 15 minutes, a solution of the acid chloride as prepared above in dry NJ*4- 
dimethylfonnamide (200 mL) is transferred into the reaction flask. After 14 hours, the reaction solvent is 
removed. DMF (1.5 L) is added to the reaction flask. The flask was allowed to stir for approximately 15 

20 minutes and the solvent is drained. The MicroKANs are washed, stirred for 20 minutes and drained m the 
following sequence repeatedly: DMF (2 x 6 L), THE (3 x6 L), dichloromethane (3 x 6 L) and ether (2.x 
6 L). After the final washing the MicroKANs are dried by blowing a stnsam of nitrogen through the flask 
with intermittent agitation. After sufHcient drying, the MicroKANs are sorted for the next reaction. 

25 2- Phenol Displacement 
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20.79 g, 1 70 mmoies). *The reaction flask is fitted with an overhead stirrer. After 2 hours, sodium 
cyanoborohydride (2 1 J7 g, 340 mmoies) is added. After approximately 1 0 minutes, acetic acid ( 1 7.0 
mL, 297 mmoies) is added. After stirring for an additional hour, the reaction flask is drained. Methanol 
(800 mL) is added to the flask. After stirring for approximately 1 0 minutes, the flask is drained, the. 
reaction flask is washed repeatedly in the following sequence: DMF (3 x 4 L), dichloromeAane (1 x 4 L) 
then methanol (1 x 4 L), dichloromethane (I x 4 L) then methanol (I x 4 L), dichioromethane (1 x 4 L) 
then methanol (1 x 4 L), dichloromethane (1 x 4 L) and ether ( 1 x 4 L). After the final washing the 
microKANS are dried by blowing a stream of nitrogen through the flask with intermittent agitation. After 
sufficient drying, the MicroKANs are sorted for the next reaction. 

4. Acylation: 




CH,a. 



:k3 

15 A Aree neck 2 L round bottom flask is charged with the MicroKANs [784. 15 mg of resin (1.7 

nunole/g loading) per MicroKAN, 25.5 micromoles/microKAN, 20.0 inmoles], and dichloromethane 
- (800 mL). The reaction flask is fitted with an oveiiicad stirrer. N,N-diisopropylethylamine (20.9 mL, 
120 mmoies) and 4.N,N-dimethylaminopyridine (195 m^.1.6 mmoies) are added. After ^proximately 
1 5 minutes, the cyclopentanecarbonyl chloride (1 0.6 g, 80.0 mmoies) is added. The reaction was allowed 

20 to stir for 61 hours, the reaction flask is drained. Dichloromethane (800 mL) is added to the reaction 

flask. After stirring for approximately 1 0 minutes, the flask is dramed. This is repeated. The MicroKANs 
from all of the acylation reactions are randomly combined into two separate large flasks and washed 
repeatedly in the following sequence: dichloromethane ( I x 4 L), THF (2x4 L), dichloromethane (1x4 
L) then methanol (I x 4 L), dichloromethane ( I x 4 L) then methanol ( 1 x 4 L), dichloromethane (1 x 4 L) 

25 then methanol ( 1 x 4 LX dichloromethane ( I x 4 L) and ether ( 1 xit L). 
5. Cleavage: 

The MicroKAN is sorted into individual wells of IRORI AccuCleave 96 cleavage station. The 
well is charged with dichloromethane (600 mL) and then with a TFA: dichloromethane mixture (1:1, 600 
mL). After agitating for approximately forty minutes, the reaction well is drained into 2 mL microtube in 
30 an 96-welI format. The reaction well is again charged with dichloromethane (600 mL). After manual 
agitation, this too is drained into the 2 mL microtube in an 96-well format. The cleavage cocktail is 
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H H 



NaK, KI 
DMF 




A three neck 3 L round bottom flask is charged with 3-chIoro-4*hydroxybenzaldehyde (21.9 g, 
140 mmoles) and DMF (IJ L). The reaction flask is fitted with an overhead stirrer and immersed in an 
ice-water bath. After approximately IS minutes sodium hydride (60 % dispersion in oil, 6.48 180 
mmoles) is carefully added. After approximately 30 minutes, the ice-water bath is removed and the 
reaction allowed to stir at ambient temperature for 1 hour. At the end of this time, the MicroKANs [1274, 
25.5 micromoles/microKAN, 32.5 mmoles] and potassium iodide (1 .0 g) are added to die reaction 
mixture. The reaction flask is immersed into an oil bath which is heated to Sff^C. After 14 hours, die 
reaction flask is removed from the ojlbath and allowed to cool to ambient temperature. The reaction 
solvent is removed. DMF (1 2 L) is added to the reaction flask. The flask is allowed to stir for 
approximately 15 minutes and the solvent is drained. DMF : water (1:1, 1.2 L) is added to the reaction 
flask. The flask is allowed to stir for approximately 15 minutes and the solvent is drained. This sequence 
is repeated at least three times or until the eflluent from the washing is clear, the reaction flasks are 
washed repeatedly in the following sequence: THF (2x4 L), dichloromethane (1 x 4 L) then methanol (1 
X 4 L), dichloromethane (1 x 4 L) then methanol (1 x 4 L), dichloromethane (I x 4 L) then methanol (1 x 
4 L), dichloromethane (I x 4 L) and ether (1x4 L). After the final washing the MicroKANs are dried by 
blowing a stream of nitrogen through the flask with intermittent agitation. After sufficient drying, the 
MicroKANs are sorted for the next reaction. 

3. Reductive Amination: 




Na(CN)BHj 
DMF 



H 

A three neck 2 L round bottom flask is charged with the MicroKANs [784, 25.5 
micromoles/microKAN, 20.0 mmoles], trimethylorthoformate (850 mL) and 2'<2-aminoethyl)pyridine. 
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removed in vacuo using a Savant Speedvac. Thie concentrated products from the cleavage mother plates 
are reconstituted with THF and transferred into two daughter plates utilizing a Packard MuItiProbe liquid 
handier. The daughter plates are concentrated in vacuo utilizing a GenieVac. 
Analytical: MS: ;n/r 493 (M*). 

5 . 

The methods described above are used to prepare the following compounds of this invention. : 

5-[2-{4-<2-quinolinylmethoxy)phenoxymethyl)benzyI]tetrazole (M.P, 108-1 1 1'C) 
CALC: C, 59.87; H, 5.96; N, 13.96 

10 FOUND: C, 59.67. 60.01; H, 5.62, 5.63; N,. 13,73, 13.77 

. 5-[4-Methoxy-3-(3-{2-quinolinylmethoxy)phenoxymethyl)phenyl]tetra2oie {M.P. 184-87°C) 
CALC: C, 67.63; H. 4.88; N, 15 J8 

FOUND: C, 67,18; H, 5.13; N, 15.40 ' . /^ 

15 

5-{3-(4-(2HiuinoIinylmethylo;Q')phenoxymethyi)phenyl]tetrazole (M.P. 1 76-177'C) 
CALC: C, 69i63; H, 4.75; N, 16.92 

FOUND: C,69J8,69.64:H,5.00,4.98;N, 16.66, 16.63 

20 5-[3-Medioxy-4-(4-(2-quinolinylmethyloxy)ben2yioxy)phenyl]tetrazole(MJ>. 195-9r>C) 
CALC: C, 67,63; H, 4.88; N, 15.77 

..FOUND: C, 67,27; H, 4,89; N, 15.41 

5-[4-(3-(2-quinolinylmethyloxy)phenoxymethyl>3methoxyphenylltetra2ole (M J». 1 89-91"C) 
25 CALC: C, 66.95; H, 4.95; N, 15.61 

FOUND: C, 66.48; H, 5.14; N, 14,93 

5-[3-(4-(2-quinolinylmethyloxy)phenoxymethyl)ben2yl]tetrazole (M.P. 139-44''C) 
CALC: C, 70.53; H, 5.03; N, 16.45 

30 FOUND: 0,70.33,70.54; H, 525,536; N, 16.38, 1.6.41 

5-{4^4-(2-quinolinyImediyloxy)phenoxymethyl)beh2ylltetrazole(M.P. 167-71'C) 
. CALC: C, 67J3;H, 5,3 1;N, 15.70 

FOUND: C, 67 J4, 67.67.; H. 5 J3, 5 J3; N, 15.48, 15.52 

35 

5-[4-Methoxy-3-(4-(2.<iuinolinylmethyloxy)phenylmethyloxy)phenyl]tetrazole (M.P. 210-13»C) 
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CALC: . C,68J3;H, 4.82; N. 4.90 
FOUND: C, 6832; H. .4.90; N, 14.79 

4- [3-(2-QuinolinyhnethyIoxy}phenoxymethyl]phenoxyacetic acid 
5 (M.P. 164(dec)) 

CALC: C, 69.27; H, 5.35; N. 323 

FOUND: C, 69.53. 69.65; H, 5.1 1, 5.05; N, 321, 3.12 

5- (2-{4-{2-QuinoIiny!inethyloxy)phenoxymethyl)phenoxymethyl]tetrazoIe (M.P. 1 83-85''C) 
10 CALC: C, 65.63; H, 5.08; N, 15.31 

FOUND: C, 65.77, 65.52; H, 4.99, 5.03; N, 14.92, 15.03 

4-[4-(2-QuinolinyImethyloxy)phenoxyinediyl]phenoxyaceticacid 
(176"C(dec)) 
15 CALC: C, 71 .50; H, 5.16; N, 334 

FOUND: C, 71.10, 71.17; H, 527, 533; N, 337, 334 

. 4-[3-(2-<^inoUnyImethyIoxy^heno:qrmetbyI]phenyIacette acid 
(MJ». 158-60»Q 
20 CALC: C. 75.17; H, 530; N, 3.51 

FOUND: C, 74.89; H, 536; N, 337 

2-[3-(3-(2-QuinoHnylmethyloxy)pheno;QTnethyl)pheno3Qr]pentanoic acid (M.P. 133-35''Q 
CALC: C, 73J1;H, 5.95; N. 3.06 

25 FOUND: C, 7335, 73.60; H, 5.95, 5.98; N, 3.08, 3.05 

2-[3-<2-Quinolinylmethyloxy)phenoxymethyI]phenoxyacetic acid (M.P. 169-.172''C) 
CALC: C,T228;H, 5.10; N, 337 

FOUND: • C, 6934. 69.69; H, 5.10, 5.13; N, 3.00, 3.08 
30 CALC: C, 6927; H. 535; N. 323 (as Hydrate) 

2-[4-(2-QuinolinylmediyIoxy)phenoxyinethy]]cinnainic acid (M J. 1 75- 1 78"C) 
CALC: C, 75.90; H. 5.14; N. 3.40 

FOUND: C, 73.92; H. 520; N. 3.01 
35 CALC: C. 7427; R 5.27; N,333 (as Hydrate) 
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6-Acety!-2-propy|.3-t3i(2-qumolinylmethyIoxy)-ben2yIoxy]pherioxyacetlc acid (M.P. I53-5yC) 

CALC: C, 72.13; H. 5.85; N, 2.90 

FOUND: C. 71.68, 72.08; H.S.88, 5.83; N, 2.65, 2,70 

5 2-[2-<4-(7-Chloroquinolin-2-yImethyIoxy)-phenoxyinethyI)phenoxy]propionic acid (M.P. 1 69-1 73'C) 
CALC: C, 67J2;H, 4.78; N, 3.02; CI, 7.64 

FOUND: C, 65. 1 8; H, 4.90; N, 2.84; CI, 8 J3 
CALC: C, 65.41; H, 4,96; N, 2.93; CI, 7.42 (as HYDRATE) 

10 2-[4-{2-QuinoIinylmethyloxy)phenoxymethyI]phenylaceticacid(M.P. 181-83'C) 
OALC:. C,75.17;H,5J0;N,3J1 
FOUND: C, 75.12, 74.96; H. 5.50. 5.49; N. 3.16, 3.16 

3-[3-(2-Quinolinylmethyloxy)phenoxymethyl]phenoxyacetic acid (M.P. 146-51'C) 
15 CALC: C,7228;H.5.10;N.3J7 

FOUND: C, 71.82. 71.80; R 524, 523; N, 2.98, 3.00 
CALC: C,71J0;H, 5.16; N,3J4 (as HYDRATE) 

2-{4-(2-Quinolinylmethyl<MQr)pheno3qnmetiiyl]phcno:tyaceticad^ 
20 CALC: C, 7228; H,5.10;N.3J7 

FOUND: C,72J0, 71.72; H.5J9,5J0;N, 2.94, 2.89 

5-[2<4-(7-Chloroquinoiin-2-yImethyloxy)-phenoxyraethyl)ben2yl]trtrazole(MJ>. 1S9-63''C) 
CALC: C. 65J7;H. 4.40; N. 15.29 

25 FOUND: C, 64.16; H, 4.72; N, 14.98 

CALC: C,64J0;H, 4.53; N, 14.99 (as HYDRATE) 

2-CarbomeAoxy-5-[3-(2-quinolinylmethyloxy)-phenoxyinethy!]phenoxyacetic acid (M.P. 187-89'C) 
CALC: . C, 68.49; H, 4.90; N, 2.95- 
30 FOUND: C, 66.71; H, 4.96; N, 2.70 

CALC: C, 66.59; H, 5.07; N,2.87(as HYDRATE) 

2-P-(2-QuinolinylmethyIo;^)phenoxymethyl]-6-methyIpheno:qracetic acid (M.P. 149-53"'C) 
CALC; C. 72.71; H, 5.40; N, 326 

35 FOUND: C, 7123; H, 5.46; N, 3.08 

CALC: C, 7122; H,5.51;N, 3.19 (as HYDRATE) 
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2-[3-(3-(2-Quinolinylmethyloxy)phenoxymethyi)phenoxy]gIutaric acid (M.P. 129-30"C) 
CALC: C. 69.00; H, 5.17; N, 2.87 

FOUND: C, 58.19; H, 4.93; N, 2.23 
5 CALC: C, 58.23; H, 5.1 7; N, 2.43 (as HYDRATE) 

2-[3-(2-Quinplinylmethyloxy)phenoxymethyI]beru^lmalonic acid (M.P. 164-65''C) 

CALC: C, 70.89; H, 4.08; N, 3.06 

FOUND: C, 70.51. 70.61; H, 5.03, 5.24; N. 3.03, 2.90 

10 

2-[2-(3-(2-Quinolinylmethyloxy)phenoxymethyl)phenoxy]pentanoicacid(M.P. 118-20PC) 
CALC: C, 73J1;H, 5.95; N, 3.06 

FOUND: C,73Ji6;H, 6.07; N, 2.79' 

15 2-[4-(2^JuinoIinylmethyloxy)phenoxymediyI]-6-metbylpheno}cyacedcacid(M.P.> 15 
CALC: C, 72.71; H, 5.40; N, 3.26 

FOUND: C, 71.41; H.5J8;N. 3.03 
CALC:C, 71.22; H,5J1;N, 3.19 (as HYDRATE) 

20 2-[2-<4-(2-QuinoIinylinediyloxy)phenoxymethyl)pheno^]pentainoic acid (MJ». 85-92"^ 
CALC: C. 73.51; H, 5.95; N, 3.06 

FOUND: C, 71.73, 71.79; H, 5.96, 5.91; N, 3.06, 2.83 
CALC: C, 72.09; H, 6.05; N, 3.00 (as HYDRATE) 

25 2-Carbomethoxy-5-[4-(2-quinolinyimethyloxy)-phenoxymethyl]phenoxyacetic acid (M J*. 149-5 1'C) 
CALC: C, 68.49; H. 4.90; N, 2.95 

FOUND: C, 68.00, 68.08; H, 4-98, 5.04; N, 2.90, 250 

2-t2:(4-(2-QttinoHnylmediyloxy)phenoxym«hyIphenoxylpropionic acid (M.P. 161-64«Q 
30 CALC: C. 72.71; H. 5.40; N, 326 

FOUND: C. 70.96, 71.10; H, 5.51, 5.58; N, 3.08. 3.10 
CALC: C, 7122; H. 5.52; N, 3.19 (as HYDRATE) 

2-[2-(3-<2-Qu5nolinylmeAyloxy)phenoxyinethyl)phenoxy]gtutaric acid (M.P. 83®C dec) 
35 CALC: C, 68.98; H, 5.17; N, 2,87 

FOUND: C, 64.10, 63.75; H, 4.89, 4*92; N, 2.64. 2.69 
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CALC: C, 63.74; H, 5.63; N., 2.65(as HYDRATE) 

2-(3-[2-Quinoljnylmethyloxy]benjyloxy)phenoxyacetic acid (M,P. 153-55'C) 
CALC: C, 72.28; H. 5.10; N. 3 J7 

5 FOUND: C, 71.75; H. 5.14; N. 3 J8 

CALC: C, 71.50; H. 5,16; N.3J4 (as HYDRATE) 

2-(2-[4-(2-Quinolinyimethyloxy)phenoxymethyl]-4chlorophenoxy)propionic acid (M.P. 196-99°C) 
CALC: C, 6732; H, 4.78; N, 3.02 

10 FOUND: C, 67.40, 67.43; H,4-.89, 4.94; N, 3.01, 3.13 

2-(2-[3-{2-Quinolinylinedjy loxy)phenoxymethylj-4chlorophenoxy)propionic acid (M.P. 169-71 "Q 
.CALC: C,67J2;H, 4,78; N, 3.02 

FOUND: C, 65.47; H,5J1;N. 2.78 
15 CALC: C. 65.41; H,4.96;N, 2.93 (as HYDRATE) 

2-(2-[3-(2^)uihbliny^ethyloxy)phenoxymed>yI]-4chIorophenoxy)pentanotc acid (M.P. 144-45'^. 
CALC: C,68J6;H, 533; N, 2.85 

FOUND: -.C, 67.74, 67.86; H, 539, 5.47; N, 2.91, 2.84 . 
20 CALC: C, 67.74; H, 538; N, 2.82 (as HYDRATE) 

2-(2-[4-(2-QuinoIinylmethyIoxy)phenoxymetfiyl]-4-chlorophenoxy)pentanoic acid (M.P. 155-56°C) 
CALC: C. 6836; H, 533; N, 2.85 

FOUND: C, 65.96; H, 5.59; N, 2.66 
.25 CALC: C, 65.95; H, 5 J3; N, 2.75 (as HYDRATE) 

2-(2-[4-(2-Quinolinylmediyloxy)phenoxymethyl]-4-chloropheno;^)pentanoic acid (M.P. 155-56'C) 
CALC: C, 6836; H, 533; N, 2.85 

FOUND: C 66.15; H, 5.58; N, 2.68 • 
30 CALC: C, 65.95; H, 5.53; N, 2.75 (as HYDRATE) 

2-(2-(4-(2-Quinolinylmethyloxy)phenoxymethyl]-6-chlorophenoxy)pentanoic acid (M.P. 161-62'C) 
CALC: . C, 6836; H. 533; N, 2.85 
FOUND: C, 68.15; H, 536; N. 2.72 



2-(2-(3-(2-Quinoiinylmethyloxy)phenoxyinethyl]-6-chlorophenoxy)pentanoic acid (M.P. 169-70''C) 



wo 00/64876 



195 



PCT/USOO/11490 



C,68J6;H,5J3;N,2.85 ' 
C, 68.10; H,5J9;N, 2.72 

2-(2-[3-(2-Qu!nolinylmethyloxy)phenoxymethyI]-6-chlorophenoxy)-4-methyIpentanoicacid(M.P. 
5 I64-66<'C) 

CALC: • C. 68.84; H, 5.58; N, 2.77 ' .. 

FOUND: C, 68.84; H, 5.70; N, 2.69 

2<2-(4-{2-<5umolinylmethyloxy)phenoxymethyl3-6-chlorophenoxy)-4-methylpentanoic-acM 
10 167-69»C) 

CALC: C, 68.84; H,5J8;N, 2.77 

FOUND: C,.68.78;a5.67;N,2.68 

. S-[3-(3-(2s)uinolinylmethyIoxy)beazytoxy)-4-medio;Q7henyl]teti^le (M.P. 204-07"C) 
15 CALC: C, 67.63; H, 4.88; N, 15.78 

FOUND: . 0,67.1 1; a 5.15; N, 15.86 

N-[3-Methoxy-4-<3-(2-quinoIinyUnethyloxy)ben^lo:qr)ben2oyl)bcnzene sulfonamide hydrochloride 
(M.P. dec.88) 
20 CALC: C, 62.99; H, 4.60; N, 4.74 

FOUND: C, 63.88; H, 5.13; N, 4.80 

5-Carboxy-2-(3-(2-quinolinylmethyloxy)pheno]^niethyi)phenoxy acetic acid (M.P. 226-28''C) 
CALC: C. 61.90; H, 5.18; N. 2.77 

25 FOUND: C, 61.62; H. 5.11; N, 2.67 

5-[3-Meth<»Qr-4-(3-(2M]uinoIinyimethyIoxy)ben2yloxy)pfaenyl]tetrazoIe(MJ>. 204-05°^^ 
CALC: C. 67.67; H, 5.14; N. 15.87 

FOUND: C, 67.63; a 4.8i;N, 15.78 



CALC: 
FOUND: 



5-{4-{3-(2-QuinpIinylmethyloxy)ben2yloxy)phenyl)tetra20le (M.P. 233-36*C) 
CALC: C, 69.58; H, 4.73; N, 16.91 

FOUND: C, 69.59; H, 4.89; N, 16.91 
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5 . . • 

Using a combination of .the above Ekamples, various compounds may be made withm the scope 
of this invention. 

Compounds according to the invention exhibit marked pharmacological activities according to 
10 tests described in the literature which tests results are believed to correlate to pharmacological activity in 
humans and other mammals. The following pharmacological test results are typical characteristics of 
compounds of the present invention. 

The compounds of the present invention have potent activity as PPAR ligand receptor binders and 
possess anti-diabetic» anti*lipidemic, anti-hypertensive, and anti-arteriosclerotic activity and are also 
IS anticipated to be effective in the treatment of diabetes, obesity and other related diseases. 

hPPARg Binding Assay 

The activity of the compounds of the invention as PPARa modulators may be examined in 
several relent in vitro and in vivo preclinical assays, for example benchmazking with a known PPARa 
20 modulator, for example, [^H]-GW233 1 (2-<4.[2-P-[2,4-Difluorophenyl]-l-heptylureido)-ethyl]phenoxy)- 
2-methylbutyTic acid). (S. Kliewer, ct al. Proc Natl. Acad. Sci. USA .94 (1997). 

Human peroxime proUferator-acthated receptor a ligand binding domain(hPPARo.^LBD): • 

A binding assay for PPARa could be carried out by the following procedure: cDNAs encoding 
2S the putative ligand binding domain of human PPARa (amino acids 1 67-468) ( Sher,T., Yi, H.-F^ 

McBride, O. W.& Gonzalez. F. J. (1993) Biochemistry 32, 5598-5604) are amplified by PGR (Polymerase 
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Chain Reaction) and inserted in frame into the BamHI site of pGEX-2T plasmid (Pharmacia). The 
soluble fraction of GST-hPPARa fusion proteins or glutathione S-transferase (GST) alone are 
overexpressed in £. coli BL21(DE3)pLysS cells and purified from bacteria extracts as described in (S. 
Kliewer, et al. Proc. Natl. Acad. Sci. USA 94 (1 997), 43 18-4323). 
5 . ' ' . 

Gel-Filtration Assays: 30 ml of 90 nM GST-hPPARa-LBD is mixed with 20 ml of 50 nM ^H-GW2331 
with or without 5 ml of 10 mM test compounds in the binding buffer containing 10 mM Tris, 50 mM 
KCl, 0.05% Tween 20 and 10 mM DTT. The reaction mixtures are incubated in 96-well plates for 2h at 
room temperature. 50 ml of the reaction mixtures are then loaded on a 96-well gel filtration block 
10 (following manufacture instnictions)(EdgeBioSystems). The block placed on top of a clean 96-well plate 
is centrifuged at 1 ,500 rpm for 2 min. The block is discarded. 1 00 ml of Scintillation fluid is added to 
each well of the 96-well plate. After overnight equilibration, the plate is counted in the Microbeta counter 
(Waliac.). 

15 Homogenous Scintillation Proximity Binding Assay. For the Scarchaid analysis, glutathione coated SPA . 
beads (1 .5 mg/ml XAmersham) are mixed with GST-hPPARa-LBD ( 1 0 mg/ml) in the binding buffer. 
The resulting slurry is incubated at room, temperature with agitation for IS min. 20 mi of the slurry is then 
added in 30 ml of binding buffer containing various amount ■H-GW233 1(10-500 nM). Nonspecific 
binding is determined in the present of 1 00 mM of GW233 1 . For the competition binding assay, 20 ml of 

20 the slurry is then added in 30 ml of the binding buffer containing 75 nM of ^H-GW233 1 and 0.03-20 mM 
of the test compounds. For the control experiments, the glutathione coated SPA beads (1.5 mg/ml) are 
coated with GST proteins (10 mg/ml). 20 ml of the slurry are mixed with 30 ml of 75 nM of 'H-GW2331 
with or without 10 mM of GW2331. The above experiments are all performed in a 96-well plates. The 
sealed plates with the reaction mbctures are allowed to equilibrate for 2 h and counted in the Microbeta 

25 counter (Waliac.). 

hPPARv Binding Assay 

The activity of the compounds of the invention as PPAR^ modulators may be examined in several 
relevant in vitro and in vivo preclinical assays, for example benchmarking with a known PPARx 
30 modulator, for example. [^H]-BRL 49853 (Lehman LJ. et al, J. BioL Chem. 270, 12953-12956; Lehman 
LJ. et al, J. Biol. Chem. 272, 3406-3410 (1997), and Nichols, J. S.; et al Analytical Biochemistry 257, 
112.119(1998)). 

Human per oxime oroliferator-activated receptor a ligand binding domainfhPPARy-LBDy . 
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A binding assay for PPARy could be carried out by the following procedure: cONAs encoding the 
putative ligand binding domain of human PPARy (amino acids 1 76-477) (Green, M.E. et al. Gene 
expression 281-299(1993)) are amplified by PGR (polymerase chain reaction) and inserted in frame into 
the BamHI site of pGEX-2T plasmjd (Pharmacia). The soluble fraction of GST-hPPARy fusion proteins 
5 or glutathione S-transferase (GST) alone are overexpressed in £. coli BL2 1 (DE3)pLysS cells and purified 
from bacteria extracts. 

Binding Assay: The fusion proteins, GST-PPARy -LBD in PBS (S mg/lOOml/well) are incubated in the 
glutathione coated 96 well plates for 4 hours. Unbound proteins are then discarded and the plates are 

10 washed two times with the wash buffer (10 mM Tris, 50 mM KCl and 0.05% Tween-20). 100 ml of 
reaction mixtures containing 60 nM of ^H-BRL-49853 and 10 mM of the testing compounds (10 ml of 
0:imM compounds from each well of the child plates) in the binding buffer (lOmM Tris, SOmM KCl and 
1 OmM DTT) are then added and incubated at room temperature for 2.5h. The reaction mixtures are 
discarded and the plates are washed two times with the wash buffer. lOOmi of scintillation fluid is added 

15 to.each well and plates are counted on ^counter. 

hPPARS Binding Assay 

The activity of the compounds of the invention as PPAR5 modulators may be examined in 
several relevant.in vitro and in vivo preclinical assays (See rieferences WO 97/28 149; Brown P. et al 
20 Chemistzy & Biology, 4, 909-18, (1997)), for example benchmarking with a known PPAR5 modulator, 
for example [^Hz] GW2433 or [^Hi] Compound X 




Compound X 

25 The hPPARS binding assay comprises the steps of: 

(a) preparing multiple test samples by incubating separate aliquots of the receptor hPPARS with a test 
compound in TEGM containing 5-10% COS-1 cell cytoplasmic lysate and 2.5 nM labeled 
([^HJCompound X, 1 7 C i/mmol) for a minimum of 1 2 hours, and preferably for about 1 6 hours, at 4'C, 
wherein the concentration of the test compound in each test sample is different, and preparing a control 

30 sample by incubating a further separate aliquot of the receptor hPPARS under the same conditions but 
without the test compound; then 
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(b) removing unbound ligand by adding dextran/gelatin-coaied charcoal to each sample while 
maintaining the samples at 4*^0 and allowing at least 10 minutes to pass, then 

(c) subjecting each of the test samples and control sample from step (b) to centrifugation at 4**C until the . 
charcoal is pelleted; then . 

(d) counting a portion of the supernatant fraction of each of the test samples and the control sample from 
step (c) in a liquid scinitillation counter and analyzing the results to determine the IC50 of the test 
compound. 

In the hPPARS binding assay, preferably at least four test samples of varying concentrations of a . 
single test compound are prepared in order to determine the IC30. 

The compounds useful according to the invention can be administered to a patient in a variety of . 
forms adapted to the chosen route of administration, i.e-, orally, or parenterally. Parenteral administration 
in this respect includes administration by the following routes: intravenous, intramuscular, subcutaneous, 
intraocular, intrasynovial, transepthelially including transdermal, opthabnic, sublingual and buccal; 
topically including opthalmic, dermal, ocular, rectal and nasal jnhalatiori via insufflation and aerosol and 
rectal systemic. 

The active compound may be orally administered, for example, with an inert diluent or with an 
assimilable edible carrier, or it may be enclosed in hard or soft shell gdatin capsules, or it may be 
compressed into tablets, or it may be incorporated directly with the food of the diet For oral therapeutic 
a:dministration, the active compound may be incorporated with excipient and used in the form of 
ingestible tablets, buccal tablets, troches, capsules, elixirs, suspensions, syrups, wafere, and the like. Such , 
compositions and preparations should contain at least 0.1% of active compound. The percentage of the 
compositions and preparations may, of course, be varied and may conveniently be from about 2% to 
about 6% of the weight of the unit. The amount of active compound in such therapeutically useful 
compositions is such that a suitable dosage will be obtained. Preferred compositions or preparations 
according to the present invention are prepared so that an oral dosage unit form contains between about 
SO and 300 mg of active compound. 

The tablets, troches, pills, capsules and the like may also contain the following: A binder such as 
gum tragacanth, acacia, corn starch or gelatin; excipients such as dicalcium phosphate; a disintegrating 
agent such as com starch, potato starch, alginic acid and the like; a lubricant such as magnesium stearate; 
and a sweetening agent such as sucrose, lactose or saccharin may be added or a flavoring agent such as 
peppermint, oil of wintergreen, or cherry flavoring. When the dosage unit form is a capsule, it may 
contain, in addition to materials of the above type, a liauid carrier. Various other materials may be present 
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as coatings or to otherwise modify the physical form of the dosage uniL For instance, tablets, pills, or 
capsules may be coated with shellac, sugar or both. A syrup or elixir may contain the active compound, 
sucrose as a sweetening agent, methyl and propylparabens a preservatives, a dye and flavoring such as 
cherry or orange flavor. Of course, any material used in preparing any dosage unit form should be 
.pharmaceutically pure and substantially non-toxic in the amounts employed. In addition, the active 
compound may be incorporated into sustained-release preparations and forrnuiations. 

The active compound may also be administered parenterally or intraperitoneally. Solutions of the 
active compound'as a free base or pharmacologically acceptable salt can be prepared in water suitably 
mixed with a surfactant such as hydroxypropyl-cellulose. Dispersion can also be prepared in glycerol, 
liquid polyethylene glycols, and mixtures thereof and in oils. Under ordinary conditions of storage and 
use, these preparations contain a preservative to prevent the growth of microorganisms. 

The pharmaceutical forms suitable for injectable use include sterile aqueous solutions or 
dispersions and sterile powders for the extemporaneous preparation of sterile injectable solutions or 
dispersions. In all cases, die forta niust be sterile and must be fluid to the extent that easy syringability 
exists. It may be stable under the conditions of manufacture and storage and must be preserved ag^nst the 
contaminating action of microorganisms such as.bacteria and fimgi. The carrier can be a solvent or 
dispersion medium containing, for example, water, ethanol,.polyol (for example, glycerol, propylene 
glycol, and liquid polyethylene glycol, and the like), suitable mixtures thereof, and vegetable oils. The 
proper fluidity can be maintained , for example, by the use of a coating such as lecithin, by the 
maintenance of the required particle size in the case of dispersion and by the use of surfectants. The 
prevention of the action of microorganisms can be brought about by various antibacterial and antifungal 
agents, for example, parabens, chlorobutanol, phenol, sorbic acid, thimerosal, and the" like. In many cases, 
it will be preferable to include isotonic agents, for example, sugars or sodium chloride. Prolonged 
absorption of the injectable compositions of agents delaying absorption, for example, aluminum 
monostearate and gelatin. 

Sterile injectable solutions are prepared by incorporating the active compound in the required 
amount in die appropriate solvent with various of the other ingredients enumerated above, as required, 
followed by Altered sterilization. Generally, dispersions are prepared by incorporating the various 
sterilized active ingredient into a sterile vehicle which contains the basic dispersion medium and the 
required other ingredients from those enumerated above. In the case of sterile powders for the preparation 
of sterile injectable solutions, the preferred methods of preparation are vacuum^drying and the freeze 
drying technique which yield a powder of the active ingredient plus any additional desired ingredient 
from previously sterile-filtered solution thereof. 
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The therapeutic compounds useful according to this invention may be administered to a patient 
alone or in combination with phannaceutically acceptable carriers,. as noted above, the proportion of 
which is determined by the solubility and chemical nature of the compound, chosen route of 
administration and standard pharmaceutical practice. 

The physician will determine the dosage of the present therapeutic agents which will be most 
suitable for prophylaxis or treatment and it will vary with the form of administration and the particular 
compound chosen, and also, it will vary with the particular patient under treatment He will generally 
wish to initiate treatment with small dosages by small increments until the optimum effect under the 
circumstances is reached. The therapeutic dosage will generally be from 0. 1 to 100 mM/day or from about 
O.lmg to about SO mg/kg of body weight per day, or lOmg to about 50 mg/kg of body weight per day, or 
more preferably 30mg to about 50 mg/kg of body weight per day, and higher, although it may be 
administered in several different dosage units. Highei; dosages are required for oral administration. 

The compounds useful according to the invention may be administered as fi^quentfy as neccssaiy 
in order to obtain the desired therapeutic effect. Some patients may respond rapidly to a higher or lower 
dose and may find much weaker maintenance doses adequate. For other patients, it may be necessary to 
have long-term treatments at the rate of 1 to 4 doses per day, in accordance with the physiological 
requirements of each particular patient Generally, the active product may be administered orally 1 to 4 
times per day. It goes without saying that, for otiier patients, it will be necessary to prescribe not more 
than one or two doses per day. 

One skilled in the art will readily appreciate that the present invention is well ad^ted to carry out 
the objects of the invention and obtain the ends and advantages mentioned, as well as those inherent 
therein. The compounds, compositions and methods described herein are presented as representative of 
the preferred embodiments, or intended to be exemplary and not intended as limitations on the scope of 
the present invention. 
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What is claimed is: 



210 



I . A compound of formula I 
Ri 







.11 


>-(• 





^12 



5 wherein: 



00^0 



,and — ^ are independmtly aryl, fused aryicycloalkenyl, fused 
arylcycloalkyl, fused aiylheterocyclenyl, fused arylheterocyclyl, heteroaryl, fused 
heteroarylcycloalkenyl, fused heteroarylcycloalkyi, fused heteroaiylheterocyclenyl, or fused 
heteroarylheterocyclyl; 

10 A is .0-, -S-, -SO-, -SO2-, -NR13-, -C(Oh -N(Ri4)C(0)-, -C(0)N(R,5K •N(R,4)C(0)N(Ri5>-, - 
C(Ri4)=N-, a chemical bond. 



•15 



g 
R16 
Rl4 0 Ri5 



'15 



M4 



)-o— , — N — e 



R16 



15 



h 
R16 



N— M 



Q Ri4 R 



WO— . or 



15 



to—; 



R16 R16 
B is -0-, -S-, -SO-, -SOr, -NRir, a chemical bond, ethynylene, -CCOy, -N(Ri8)C(0)-i or - 
15 C(0)NRir; 

D is -0-, rS-, -NR19-, a chemical bond, ethynylene, -N(R2o)C(0)-, -C(0)-, or-C(0)N(R2o)-; 
E is a chemical bond or an ethylene group; 
a is 0-4; 
bisO-4; 
20. cisO-4; 
disO-S; 

eisO-4; . 

fisb-6; . ' 
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gis M; 
hisM; 

K\ , R3, R5, R7, R9, and Ru , are independently hydrogen, halogen, aUcyl, carboxyl, 
alkoxycarbonyl or aralkyl;. 
5 R2,R4,R6.R«, Rio and R12, are independently .-(CH2)q-X; 
q is 0-3; " ' 

X is hydrogen, halogen, alkyl, alkenyi, cycloalkyl, heterocyclyl, aiyl, heteroaryl, aralkyl, 
heteroaralkyi, hydroxy, alkoxy, aralkoxy, heteroaralkoxy, carboxyl, alkoxycarbonyl, tetrazolyl, 

acyl, acylHNSOz-, -SR23, Y^N- or Y^Y^CO-; 

12 12 
10 Y and Y are independently hydrogen, alkyl, ary 1, aralkyl or heteroaralkyi, or one of Y and Y 

is hydrogen or alkyl and the other of Y^ and Y^ is acyl or aroyl; 
Y^ and Y* are independently hydrogen, alkyl, aryl, aralkyl or heteroaralkyi;- 
Z is R21O2C-, R21OC-, cyclo-imide, -CN, R21O2SHNCO-, R21Q2SHN-, (R2i)2NCO-, R21O- 2,4- 
thiazolidinedionyl, or tetrazolyl; and 
15 Ri9and R21 are independently hydrogen, alkyl, aryl, cycloalkyl, or aralkyl; 

Ri3, Ri7, Ri9 and R23 are independently R22OC-, R22NHOC-, hydrogen, alkyl, aiyl, heteroaryl, 
cycloalkyl, heterocyclyl, heteroaralkyi, or aralkyl; 

Ri4, Ri5, Ri6, R18 and R20 are independently hydrogen, alkyl, aralkyl, carbonyl, or 
alkoxycarbonyl; 

20 or Ri4, and R15 taken together vvith the carbon and nitrogen atoms.through which they are linked 
fonn a 5 or 6-membered azaheterocyclyl groi^; or 

when a is 2-4, then vicinal R| radicals taken together with the carbon atoms to which the Ri 
radicals are linked form an ethylene group;or 

when b is 2-4, then vicinal R3 radicals taken together with the carbon atoms to which the R3 
25 radicals are linked form an ethylene group; or 

when c is 2-4, then vicinal R5 radicals taken together with the carbon atoms to which the R5 
radicals are linked form an ethylene group; or 

when d is 2-5, then vicinal R7 radicals taken together with the carbon atoms to which the R7 
radicals are linked form an ethylene group; or 
30 when e is 2-4, then vicinal R9 radicals taken together with the carbon atoms to which the R9 
. radicals are linked form an ethylene group; or 
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when f is 2-6, then vicinal R\ i radicals taken together with the carbon atoms to which the Rj i 
radicals are linked form an ethylene group; and 

R22 is hydrogen, alkyl. aryl, heteroaryl, cycloalkyl, heterocyclyl, heteroaralkyl, or aralkyi; or 

a pharmaceutically acceptable salt thereof, an N-oxide thereof, a hydrate thereof or a solvate * 
5 thereof. 




Arl - 



2. A compound according to claim 1 wherein ^ — ^ is optionally substituted aryl, 

0 

optionally substituted azaheteroaryl, or optionally substituted fused aryiheterocyclenyl; — ^ 
is optionally substituted aryl, optionally substituted heteioaiyl, or optionally substituted fijsed 




aryiheterocyclenyl; and — ^ is optionally substituted aryl, optionally substituted heteroaryl, 
10 optionally substituted fused aiylheterocyclalkyl or optionally substituted fi^ 
aryiheterocyclenyl. 

3. A compound according to claim 1 wherein a = 1 or 2; R| and R2 is hydrogen; A is a 
chemical bond; and b = 0. 

F?15 



— o-e 



g 

15 4. A compound according to claim 1 wherein a = 0; A is '^le ;Ri5andRi6 

are hydrogen; g is 1, 2, or 3; and b = 0. 

5. A compound according to claim 1 whereina = 0; Ais-NRi3-,b = l.RsandRiare 
hydrogen, 

6. A compound according to claim 1 wherein a = 2; vicinal Ri radicals taken together with 
20 the carbon atoms to which the Ri radicals are linked form an ethylene group; R2 is hydrogen; A 

is a chemical bond; and b=0. 

7. A compound according to claim 1 wherein a = 1, 2 or 3; R| and R2 are hydrogen; A is -O- 
;andb = 0. 

8. A compound according to claim 1 wherein a = 1 ; R|, R2, R3 and R4 are hydrogen; A is - 
25 0-;andb=l. 

9. A compound according to claim 1 wherein c = 1 or 2; R5 and R^ are hydrogen or alkyl; B 
is a chemical bond; and d = 0. 
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10. .A compound according to claim 1 wherein c = 2; vicinal R5 radicals taken together with 
the carbon atoms to which the R5 radicals are linked form an ethylene group; is hydrogen; B 
is a chemical bond; and d^. 

11. A compound according to claim 1 wherein c - 0 ot 1 ; R5 and are hydrogen; B is -6-; 
5 andd = Oorl. 

12. A compound according to claim 1 wherein c = 0; B is -C(0)- or -S(0)2-; d = I and R7 
and Rg are independently hydrogen or alkyl. 

13. A compound according to claim 1 wherein e = 0; f = 0; D and E is a chemical bond; Z is 
RnOzSHNCO-, and R21 is phenyl. 

10 14. A compound according to claim 1 wherein e = 0; f = 0 or 1; D and E is a chemical bond; 
Z is tetrazolyl, NH2CO- or -CO2R21; and R21 is hydrogen or lower alkyl. 
15. A compound according to claim 1 wherein e = 0; f = 0 or 1; D is -O- or a chemical bond; 
E is a chemical bond; and Z is tetrazolyl, NH2CO- or -CO2R21; and R21 is hydrogen or lower 
alkyl. 

15 16. A compound according to claim .1 wherein e = 0; f = 1 ; D is -O- or a chemical bond; E is 
a chemical bond; Ri 1 and R12 are hydrogen or alkyl; and Z is tetrazolyl, NH2CO- or -CO2R21 ; 
and R21 is hydrogen or lower alkyl. 

17. A compound according to claim 1 wherein e = 2, then vicinal R9 radicals taken together 
wifli the carbon atoms to which the R^ radicals are linked form an ethylene group; f = 0; D and E 

20 is a chemical bond; and Z is -CO2R21; and R21 is hydrogen. . 

18. A compound according to claim 1 wherein e = 0; f == 3; D is -0-; E is a chemical bond; 
Ri I and R12 are hydrogen or alkyl, or at least one of Rn is carboxyl or alkoxycarbonyl; Z is 
tetrazolyl, or -CO2R21; and R21 is hydrogen or lower alkyl. 

19. A compound according to claim 1 wherein e = 0; f = 1, 2, or 3; D is -C(0)-; E is a 
25 chemical bond; Ri 1 and R12 are hydrogen or alkyl; Z is tetrazolyl or -CO2R21 ; and R21 is 

hydrogen or lower alkyl. 



0. 



20. A compound according to claim I wherein ^ is an optionally substituted 
quinolinyl, quinoxalinyl, quinazolinyl, isoquinolinyl, //-alkyl-quinolm-4-onyI, quinazolin-4-onyl, 
benzoxazolyl, benzimidazolyl, benzothiazolyl, benzofuranyl, benzothiophenyl, indplinyl 
30 oxazolyl, thiazolyl, oxadiazolyl isoxazolyU imidazolyl, pyrazol-yl, thiadiazolyl, triazolyl, pyridyl 
pyrimidinyl, pyrazinyl, pyridarinyl, phenyl, or napthalenyl group, wherein the substiiuent is a - 
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zing system, substituerit as defined herein, more preferably a substituent selected from the group 
consisting of phenyl, substituted-phenyl, thienyl, substituted thienyl, cycloaikyl, lower alkyl, 
branched alkyl, fluoro, chloro, alkoxy, aralkyloxy, trifluoromethyl and trifluoromethyloxy 

0 

21. A compound according to claim 1 wherein — ^ is unsubstitated quinolin-2-yI, 3- 
5 substituted quinoIin-2-yl, 4-substituted quinolin-2-yl, 6-substituied quinolin-2-yl or 7 substituted 
quinolin-2-yl; an unsubstituted quinozalin-2-yl, 3-substituted quinozalin-2-yl, 6-substituted 
quinozaIin-2-yl or 3,6-disubstituted quinozaIin-2-yI; unsubstituted quina2olin-2-yl, 4-substituted 
quinazolin-2-yl or 6-substituted quinazolin-2-yl; unsubstituted isoquinolin-3-yI, 6-substituted 
isoquinoIin-3-yl or 7-substituted isoquinolin-3-yl; 3-substituted-quinazolin-4-on-2-yl; • iV- 

10 substituted quinolin-4-on-2-yl; 2-substituted-oxa2ol-4-yl or 2,5 disubstituted-oxazol-4-yl; 4- 
substituted oxazol-2-yl or 4,5-disubstituted-oxa2ol-2-yl; 2-substituted thiazol-4-yl or 2,5- 
disubstituted thiazol-4-yI; 4-substituted thiazol-2-yl or 4,5-disubstituted-thia2ol-2-yl; 5- 
substituted-[l,2,4]oxadia2ol-3-yl; 3-substituted-[l,2,4] oxadia2ol-5-yl; 5-substituted-imidaz0l-2- 
yl or 3^-disubstituted-iniidazol-2-yl;.2-substituted-imidazoi-5-yl or 23-disubstituted-imidazol- 

15 5-yl; 3-substituted-isoxazol-5-yl; 5-substituted-isoxazol-3-yI; 5-substitutedr[l,2,4] thiadiazol-3- 
yl; 3-substituted-[l ,2,4]-tiiiadiazol-5-yl; 2-substituted-[l ,3,4].thiadiazol-5-yl; 2-substituted. 
[13,4]-oxadiazol-5-yl; l-substituted-pyrazol-S-yl; 3-substituted-pyra2ol-5-yl; 3-substituled- 
[lA4]-triazol-5-yl; l-substituted-[l,2,4]-tria2oI-3-yl; 3-substituted pyridin-2-yl, 5-substituted • 
pyridin.2-yl, 6-substituted pyridin-2-yi or 3,5-disubstituted pyridin-2-yl; 3-substituted pyrazm-2- 

20 yl, 5-substituted pyrazin-2-yI, 6-substituted pyra2in-2-yl or 3,5 disubstituted-pyra2in-2-yl; 5- 
substituted pyrimidin-2-yl or 6-substituted-pyrimidin-2-yl; 6-substituted-pyridazin-3-yl or 4,6- 
disubstituted-pyridazin-3-yl; unsubstituted napthalen-2-yl, 3-subsUtuted n^thalen-2-yl, 4- 
substituted napthalen-2-yl, 6-substituted napthalen-2-yl or 7 substituted napthalen-2-yl; 2- 
substituted phenyl, 4-substituted phenyl or 2,4-disubstituted phenyl; unsubstituted -benzothiazol- 

25 2-yl or 5-substituted-benzothia2ol-2-yl; unsubstituted ben20xa2oI-2yl or 5-substituted- 
benzoxazol-2yl; unsubstituted -benzimidazol-2-yI or 5-substituted-ben2imidazoI-2-yl; 
unsubstituted -tiiiophen-2yI, 3-substituted -thiophen-2yl, 6-substinited -thibphen-2yl or 3,6- 
disubstituted-thiophen-2yl; unsubstituted -benzofuran-2-y, 3-substituted-benzofuran-2-yl, 6- 
substituted-benzofuran-2-yl or 3,6-disubstimted-benzofuran-2-yl; 3-substituted-ben2ofuran-6-yl 

30 or 3,7-disubstituted-benzofuran-6-yl, wherein the substituent is a ring system substituent 
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22 A compoimd according to claim 21 wherein ^ — ^ is substituted by a substituent 
selected from the group consisting of phenyl, substituted-phenyl, thienyl, substituted tiiienyl^ 
cycloalkyi, lower alkyl, branched alkyl, fluoro, chloro, alkoxy, aralkyloxy, trifluoromethyl and ^ 
trifluoromethyloxy, 

5 23 . A compound according to claim 1 wherein R| and R2 are hydrogen; a « .1 ; A is -0-; and 

b=a 

24. A compound according to claim 1 wherein R| and R2 are hydrogen; a 2; A is -0-; and 

b=a • 

25. A compound according to claim 1 wherein a = 0; A is -0-. or -NRj3- ; Ri3 is hydrogen or 
1 0 alkyl; R3 and R4 are both independently hydrogen; and b ^ 1 . 

26. A compound according to claim 1 wherein a = 0; A is -O- or -NRns R13 is hydrogen or 




Art 

alkyl; R3 and R4 are both independently hydrogen; b = 1 ; and — ^ is 3-substituted quinolin- 
2-yl, 4-substituted quinolin-2-yl, 6-substituted quinolin-2-yl, 7 substituted quinolin-2-yl, 
-unsubstituted quinoxalin-2-yl, 3-substituted quinoxalin-2-yl, 6-substituted quinoxalin-2-yl, 3,6- 
15 disubstituted quinoxalin-2-yl, unsubstituted quina2olin-2-yl, 4-substituted quinazolin-2-yl, 6- 
substituted quinazolin-2-yU imsubstituted isoquinolin-3-yl, 6-substituted isoquinolin-3-yl, 7- 
substituted isoquinolin-3-yl, 4-substituted oxazol-2-yl, 4,5-disubstituted-oxazol-2-yl, 4- . 
substituted.thiazol-2-yl, 4,5-disubstituted-thia2ol-2-yl, 5-substituted -iniida2ol-2-yl, 3,5- 
disubstituted-iniida2ol-2-yl, l-substituted-pyrazol-3-yI, 3-substituted-pyrazol-5-yI, 3-substituted 
20 pyridin-2-yl, 5-substituted pyridin-2-yl, 6-substituted pyridin-2-yl or 3,5-disubstituted pyridin-2- 
yl, 3-substituted pyra2in-2-yl, 5-substituted pyrazin-2-yl, 6-substituted pyrazin-2-yl, 3,5 . 
disubstituted-pyrazin-2-yl, 5-substituted pyrimidin-2-yl, 6-substituted-pyTimidin-2-yl, 6- 
substituted-pyridazin-3-yl, 4,6-disubstituted-pyridazin-3-yI, unsubstituted-ben20thiazol-2-yl, 5- 
substituted-ben20thia2ol-2-yi, unsubstituted-benzoxa2ol-2-yl, 5-substituted-benzoxa2ol-2-yl, 
25 unsubstituted benzimida2ol-2-yl, 5-substituted-benzimida2ol-2-yl, 3-substituted-ben2ofuran-6-yl 
or 3,7-disubsututed-ben2ofuran-6-yL 



27. A compound of fdmiula (la) 
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wherein: 



0^.0 



and — ^ are independendy aiyl, fused aiylcycloalkenyl, 
.arylheten)cyclenyl, fused arylheterocyclyl, heteroaiyl, fii^ 
5 heteroarylcycloalkyl, fused heteroaiylheterocyclenyl, or fused heteripaiylheterocyclyl; 

A is -O, ^, -SO-, -SOr, -NRi3-, -C(0)., .N(Ri4)C(0)-, -C(0)N(Ri5K -N(Ru)C(0)N(Ri5>, - 
C(Ri4)=N-, a cbemical bond, 

Ri4 Ri 



'15 



^0— . — s-f 



g 

Rl6 
^^14 9 ^15 



'15 



g 
Rl6 



N— f 



15 



h 
Rl6 



O Ri4 R 



h 
Rl6 



or 



'15 



Rl6 



1 0 B is -0-, -S-, -SO-, -SO2-. -NR17-. a chemical bond, ethynylaie, -C(OK -N(R|8)C(0)-, or - 
C(0)NR,8-; 

D is -0-, -S-. -NR19.. a chemical bond, ethynylene, -N(R2o)C(0>, -C(0)-, or .-C(0)N(Rao)-; 
£ is a chemical bond or an ethylene group; 
a is 0-4; 
15 bisO-4; • 
c is 0-4; 
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disO-5; 
e is 0-4; 
f is 0-6;. 
gisM; 
5 his 1-4; • 

Ri , R3, R5, R7, R9, and Ri 1, are independently hydrogen, halogen, alkyl, carboxyl, 
alkoxycarbonyl or aralkyl; 

R2. R4. R6, R«, Rm) and R12, are independently -(CH2)q-X; 
qisO-3; 

10 X is hydrogen, halogen, alkyl, alkenyl, cycloalkyi, heterocyclyl, aryl, hetero 

heteroaralkyl, hydroxy, alkoxy, aralkoxy, heteroaralkoxy^ carboxyl, alkoxycarbonyl, tetrazolyl, 

acyl, acylHNSOi-, -SR23, yV or Y^y'^NCO-; 

12 12 
Y and Y are independently hydrogen, alkyl, aryl, aralkyl or heteroaralkyl, or one of Y and Y 

is hydrogen or alkyl and the other of Y^ and Y^ is acyl or aroyl; 
15 Y^ and Y^ are indepexidently hydrogen, alkyl, aryl, aralkyl or heteroara^ 

Z is RziOiC-, R21OC-, cyclo-imide, -CN, RiiOzSHNCO-, R21O2SHN-, i[R2i)2NCOr, R21O- 2,4- 

thiazolidinedionyl, or tetrazolyl; 

R* and R" are ring system substituents; 

Ri9 and R21 are independently hydrogen, alkyl, aryl, cycloalkyl, or aralkyl; 
20 Ri3, Ri7, Ri9 and R23 are independently R22OC-, R22NHOC-, hydrogen, alkyl, aryl, heteroaryl, 
cycloalkyl, heterocyclyl, heteroaralkyl, or aralkyl; 

R|4, Ri5» R16, R18 and R20 are independently hydrogen, alkyl, aralkyl, carbonyl, or 
alkoxycarbonyl; 

or Ri4, and R15 taken together widi the carbon and nitrogen atoms through which they are linked 
25 form a 5 or 6-membered azaheterocyclyl group; or 

when a is 2-4, then vicinal R| radicals taken together with the carbon atoms to which the Ri 
radicals are linked form an ethylene group;or 

when b is 2-4, then vicinal R3 radicals taken together with the carbon atoms to which the R3 
radicals are linked form an ethylene group; or 
30 when c is 2-4, then vicinal R5 radicals taken. together with the carbon atoms to.which the R5 
radicals are linked form an ethylene group; or 
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when d is 2-5, then vicinal R? radicals taken together with the carbon atoms to which the R7 
radicals are linked form an ethylene group; or 

when e is 2-4, then vicinal R9 radicals taken together with the carbon atoms to which the R9 
radicals are linked form an ethylene group; or 

when f is 2-6, then vicinal R| i radicals taken together with the carbon atoms to which the Ri 1 
. radicals are linked form an ethylene group; and 

R22 is hydrogen, alkyl, aryl, heteroaryl, cycloalkyi, heterocyclyl, heteroaralkyl, or aralkyl; or 

a phaimaceutically acceptable salt thereof, an N-oxide thereof, a hydrate thereof or a solvate 
thereof. 

28. A.compound according to claim 27 
wherein 



0^0 



and — ^ are independently aryl, fused arylcycloalkenyl, fused aiylcycloalkyl, fiised 
aiylheterocyclenyl, fiised aiylheterocyclyl, heteroaryl, fused heteroarylcycloalkenyl, fused 
.1 5 - heteroarylcycloalkyl, fused heteroaiylheterocyclenyl, or fused heteroarylheterocycly 1; 
.c+d=lor2; 
Bis-0-; 

Rs, Re, R7, R« are independently hydrogen; 
e = 0; 
20 f=0; 

D and E are a chemical bond; 

Z is R21O2C., R2iOC., cyclo-imide, -CN, R21O2SHNCO., R21O2SHN-, (Rii^NCO-, R21O- 2,4- 
thiazolidinedionyl, or tetrazolyl; 
R' is lower alkyl, halo, alkoxy, aryloxy or aralkyl; and 
25- R" is lower alkyl or halo. 

29. A compound according to claim 27 >?\rtierein 

0 0 

^— and ^ are independently aryl, fused arylcycloalkenyl, ftised arylcycloalkyl, fused 
arylheterocyclenyl, fused arylheterocyclyl, heteroaryl, fused heteroarylcycloalkenyl, fused 
3 0 heteroarylcycloalkyl, fused heteroarylheterocyclenyl, or fused heteroarylheterocyclyl; 
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c+d-lor2; 
Bis-0-: 

Rs, Rfi, R7, Rs are independently hydrogen; 
e = 0; . 
5 f=0; 

D and E are a chemical bond; 
Zis-COzH; 

R' is lower alkyU halo, alkoxy, aryloxy or arallgrl; and 
R" is lower alkyi or halo. 

10 

30. A compound according to claim 27 wherein 
a = 0-2; 

b = 0-l^ 

A is -O- or -NR13-; 
15; c+d=lor2; 
Bis-0-; 

Ri. R2, R31 R* Rs, R«, R7. and Rg are independently hydrtgen; 
Ri3 is hydrogen, R22OC-, or alkyl; 

20 f=0; 

D and E are a chemical bond; 
Zis-CQzH; 

R* is lower all^l, halo, alkoxy, aiyloxy or aralkyl; and 
R" is lower alkyl or halo. 

25 ' 

31. A compound according to claim 27 v^erein 
a=»lor2; 

Ais-0-; 
b = 0; 

30 Ri, R2. Ry and R« are independently hydrogen; 
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is opdonally substituted phenyl; 



c = 0; 
B is -0-; 
d=l; 
5 e = 0;- 
f=0; . 

D and E are a chemical bond; 
R' is hydrogen, halo or benzyloxy; 
R" is lower alkyl, preferably methyl; 
10 Zis-COzR 

32. A coaq)Ound according to claim 27 wherein: 
a= 1 or 2; 
Ais-0-; 
15 b = 0; 

Ri, R2. Rs and R« aze independently hydrogen; 



^ is optionally substituted phenyl; 
c = l; 
Bis-Os 



e = 0; 
f=0; 

D and E are a chemical bond; 
R* is hydrogen, halo or benzyloxy; 
25 R" is lower alkyl, preferably methyl; 
Z is -CO2H. 




20 d = 0; 



33. A compound according to claim 27 wherein:. 
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a= 1 or 2; 
A is -0-; 
b = 0; 

Ru Rz, R?, R«, Ri I and R12 are independently hydrogen; 




Aril 

5 — ^ is optionally substituted phenyl; 
c = 0; 
Bis-O-; 
d-I; 

e-0; . 
10 f-1; 

D and E are a diemical bond; 
R'ishalo; 

R" is lower alkyl, preferably methyl; 
Z is-C02lL 

15 

34. A compound accoixiing to claim 27 iwfaerein: 
a=l;. 
Ais-Os 
b = 0; 
20 c = 0-l; 
Bis-0-; 

d = 0 or 1, wherein c+d,= 1 or 2; 

e = 0; 

f=0;. 

25 D and Bare a chemical bond; 
R* is hydrogen, aralkoxy, or halo; 
R" is lower alkyl, preferably mediyl; 
Zis-COiH. 

30 35. A compound according to claim 27 wherein: 
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a=l; 
A is -0-; 
b = 0; 
c = 0; 
5 Bis-0-; 
d=l; 
e = 0; 
f=0; 

D and E are a chemical bond; 

10 R* is hydrogen; 
R" is lower alkyl; 
Zis-COiH. 



36. A compound according to claim 27 wherein: 
are aryl or heteroaryl; 



a=l; 
Ais-O-; 
b-O; 
c = 0; 
20 Bis-Os 
d=l; 
e = 0; 
f=0; 

D and E are a chemical bond; 
25 R' is hydrogen; 
R" is lower alkyl; 
Zis-COiH. . . 



37. A compound accordii^ to claim 27 wherein: 
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0 



is optionally substituted azaheteroaiyl; 




^ is optionally substituted phenyl; 
a=l; ■ 
Ais-0-; 
b = 0; 
c = 0; 
Bis-Os 
<i=l; . 
e = 0; 
f=0;.. . 

D and E are a chemical boiK^ 
R' is hydrogen; 
R" is lower alkyl; 
ZisCOiH. ; 

38. A con^und according to claim 27 wherein: 

0 

^■"-■^ is optionally substituted quinolinyl, or a S-membered hetetoaiyl group vdierein ihe 
heteroaiyl group is substituted by optionally substituted phenyl or optionally substituted 
cyclohexyl; 



is optionally substituted phaiyl; 
a=l; 
Ais-O-; 
b = 0; 
c = 0; 
Bis-0-: 
d=I; 
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e = 0; 
f=0; 

b and E are a chemical bond; 
R' is hydrogen; 
5 R" is lower alkyi; 
ZisCOaH. 



39. A compoiind according to claim 1 selected from the group . 
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,0. ^ .0.^ ^ 

•OH 



ox^. ^^-o^,-^ 

i A 

^^^^^^^^^^ ^^^^^^^^^ 

OCX. 






o 




'■ 9 ■ ■» 

o^^'x^"^"'^^ '^^^xx^ov^^ov^.^^ ''^'^'^^^*'x^*''"'2m' 

s > 
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Cr-^xj"^ "^xr^ ^Xr"i 
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7 

'XXL>^^ (Xr^-^ jDO-^-Xr^' 

> f ■ » 





II I 1 
■ a • 

X^^ry^ CO^.^ 

; » ' 

6^^°^ "^^°^ ^°xj^ 

•a 

-^^O^ 'XXX^J^ 'XO^T^r^ 
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P^xr^ 









. X7 






10 



OsX«^^Q^"'>J^> ^^^^^^X^°^'$? ^^^~^^**X5'°^^Si' 
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43. A compound according to claim 1 selected &om the group consisting of 

10 
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» » i 

and . . 

44. A compound according to claim 1 selected fiom the group consisting of 

' ;and 

45. A compound according to claim 1 selected from the group consisting of 

; ;and ^ 

46. A compound according to claim 1 selected £rom the group consisting of 

9 



; and 

47. A compound according to claim 1 selected from the group consisting of 



ox. 
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48. A compound according to claim 1 of the formula 

CM " ■ ■ 




49. A pharmaceutical composition comprising a phannaceutically acceptable amount of the 
compound according to claim 1 and a phannaceutically acceptable carrier. 
5 50. A method of treating a patient suffering from a physiological disorder enable of being 
modulated by a compound according to claim 1 having PPAR ligand binding activity, 
comprising administering to the patient a phaimaceutically effective amount of the compound, or 
a pharmaceutically acceptable salt thereof- ^ 

.51. A method according to claim 50 wherein the disease is associated with a physiological 
1 0 detrimental blood level of insulin, glucose, free fetty acids (FFA), or triclycerides. 

52. The method accordmg to claim 5 1 , wherein the physiological disorder is hyperglycemia. 

53. ^ The method according to claim 52, wherein the hyperglycemia is diabetes 

54. The method according to claim 52, wherein the hyperglycemia is Type II diabetes. 

55 . The method according to claim 5 1 , wherein the physiological disorder is 
15 hyperinsulinism. 

56. The method according to claim 55, wherein the hypcrinstilinism is Syndrome X. 

57. The method according to claim 5 1 , wherein the physiological disorder is insulin 
resistance. 

58. The method according to claim 5 1 , wherein the physiological disorder is cardiovascubr 
20 condition. 

59. The method according to claim 58, wherein the cardiovascular condition is 
atherosclerosis. 

60. The method according to claim 5 1 , wherein the physiological disorder is hyperiipidemia, 

6 1 . The method according to claim 5 1 , wherein the physiological disorder is hypertension. 
25 62. The method according to claim 51, wherein the physiological disorder is an.eating 

disorder. 

63. The method according to claim 50 wherein the mediating is agonistic. 
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64. The method according to claim 50 wherein the mediating is antagonistic. 

65. A method for mediating the activity of PPAR-y receptor comprising contacting said 
PPAR-y receptor with a compound of according to claim 1 . 

66. A phamaceutical composidon comprising a phaimaceutically acceptable amount of the 
compound according to claim 27 and a pharmaceutically acceptable carrier. 

67. A mediod of treating a patient suffering from a physiological disorder capable of being 
modulated by a compound according to claim 27 having PPAR ligand binding activity, 
comprising administering to the patient a pharmaceutically effective amount of the compound, or 
a pharmaceutically acceptable salt thereof. 

68. A method according to claim 67 wherein the disease is associated with a physiological 
detrimental blood level of insulin, glucose, free fatty acids (FFA), or triclycerides. 

69. The method according to claim 67, wherein the physiological disorder is hyperglycemia. 

70. The method according to claim 69, wherein the hyperglycemia is diabetes 

71. The method according to claim 69, wherein the hyperglycemia is Type II diabetes. 

72. The method according to claim 67, wherein the physiological disorder is hyperinsulinism. 

73. The method according to claim 72, wherein the hyperinsulinism is Syndrome X. 

74. The method according to claim 67, wherein the physiological disorder is insulin 
resistance. 

75. The method according to claim 67, wherem the physiological disorder is cardiovascular 
disorder. 

76. The method according to claim 75, wherein the cardiovascular disorder is adierosclerosis. 

77. ' The method according to claim 67, wherein the physiological disorder is hyperlipidemia. 

78. The method according to claim 67, wherein the physiological disorder is hypertension. 

79. The method according to claim 67, wherein the physiological disorder is an eating 
disorder. 

80. The method according to claim 67 wherein the mediating is agonistic. 

8 1 . The method according to claim 67 wherein the mediating is antagonistic. 

82. A method for mediating the activity of PPAR receptor comprising contacting said PPAR 
receptor with a compound of according to claim 27, 

83 . A method of treating a patient suffering from a physiological disorder capable of being 
modulated by a compound having PPARa and PPARy ligand binding activity, comprising 
administering to the patient a phaimaceuticany effective amount of the compound, or a 
pharmaceutically acceptable salt thereof, wherein said comoound is of the formula 



wo 00/64876 



PCTAJS00/n490 



10 



15 



247 

84. A method of treating a patient suffering from a physiological disorder capable oif being 
modulated by a compound having PPARa ligand binding activity, comprising administering to 
the patient a phannaceutically effective amount of the compound, or a pharmaceutically 
5 acceptable salt thereof, wherein said compound is selected from the group consisting of 

» f ; 




and 



85. A method of treating a patient suffering from a physiological disorder capable of being 
modulated by a compound having PPAR5 ligand binding activity, comprising administering to 
the patient a pharmaceutically effective amount of the compoimd, or a pharmaceutically 
acceptable salt thereof, wherein said compoimd is of the formula: 




86. A method of treating a patient suffering fix)m a physiological disorder ca5)able of being 
modulated by a compound having PPARa and PPAR5 ligand binding activity, comprising 
administering to the patient a pharmaceutically effective amount of the. compound, or a 
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pharmaceutically acceptable salt thereof, wherein said compound is selected from the group 
consisting of: 

co-«t^ o:>.«^ <^°'^'::^ 

; ;and ° , 

87. A method of treating a patient suffering from a physiological disorder capable of being 
modulated by a compound having PPAR5 and PPARy ligand binding activity, comprising 
administering to the patient a pharmaceutically effective amount of the compound, or a 
pharmaceutically acceptable salt thereof, wherein said compound is selected from the group 
consisting of: 

;and 

88, A method of treating a patient suffering from a physiological disorder capable of being 
modulated by a compound having PPARy ligand binding activity, comprising administering to 
the patient a pharmaceutically effective amount of the compound, or a pharmaceutically 
acceptable salt thereof, wherein said compound is selected from the group consisting of: 



9 




INTOINATIONAL SEARCH REPORT 



Intcmadon. ppllcatlon No 

PCT/US 00/11490 



A. CLASSIFICATION OF SUBJECT MATTER , ^, 

IPC 7 C070215/14 A61K31/33 A61K31/19 A61P43/00 C07D401/12 

C07D401/14 C07D215/18 C07D405/12 C07D263/32 C07D213/30 

C07D241/42 C07D277/24 C07D261/08 C07D271/06 C07D277/64 

Accortjng to IntBmallonal Patent qasslicaion (IPQ Of to bot» roaonal dassilicaion and IPC 



B. FIELDS SSARCHEO 



MMmum deeumanttlien tmiBhed (eiaasilteatfonsyMmlollewed by elassilieatoi symbols) 

PC 7 C07D A61K A61P C07C 



Oocumentaiion searched other than minirnum documentation to the extent that such documents are included in the fields seaiched 



Bectionic data base consulted during the intemaiiona] seareh (name of data base and. where practicai. search temw used) 



C. OOCUMENTS CONSIDERED TO BE RELEVAMT 



Categoiy * Citation of document, vMth intf cation, where approphate. at the relevant passages 



Relevar* to datm Na 



wo 97 27857 A (MERCK & CO., INC.) 
7 August 1997 (1997-08-07) 
* complete document <*> 



WO 98 27974 A (MERCK & CO. 
2 July 1998 (1998-07-02) 
♦complete document * 



INC.) 



WO 97 31907 A (GLAXO GROUP LTD.) 
4 September 1997 . ( 1997-09-04) 

* complete document * 

WO 97 28149 A (MERCK & CO., INC.) 
7 August 1997 (1997-08-07) 

* complete document * 



1.49,56, 
82 



1.49.66. 
82 



1.49,66, 
82 



1.49,66, 
32 



-/- 



III 



Rather docunents are Qsted in the contirwaiton of box C 



ID 



Patent family membefs are Qsted In annex. 



* Spedat categories of cited docunents : 

'A' docLsnent defining the gonerd state of the ait which is not 

considered to be of panicu^ relevance 
*E* earfier document but published on or after the intematlonat 

fffingdate 

V docunent vtiich may throw doubts on priority datm<s) or 
wHch is dted to establish the puUicaiian date of another 
dtadcn or other special reason (as specified) 

"0* document refenir>g to an oral dadosure. use. exhUtlon or 
other means 

"P* document pubfished prior to (he intemaifonal Sing data but 
later V\an the priority date daimed 



*r later document published after the fntematlonal fBIng date 
or priority date and not In conAid with the application but 
dted to mdefstand the principle or theory underlying the 



"X* document of pahtoularrelevaner. the daimed {nvention 
cannot be considered novel or cannot be considered to 
invdve an Inventive step vMhen the document is talcen alone 

"Y* doeunem of partetiarretovance: the daimed invention 

camot be considered to irtvdve an inventive step v^en the 
documem is cunbiiied with or>e or more other such docu- 
ments, sush combination being obMous to a person skOled 
in (he ait 

"&* docunent member of the same patent family 



Date of the actual compledon of the intemationat seareh 



21 September 2000 



Date of maiBng of the intamational search lepoct 



04/10/2000 



Name and maiQng address of the ISA 

European Patera Office, P.B. 5618 Patsnltaan 2 
NL-2280HVHiisw»9c 
Tel. (+01-70) 340-2040. Tx. 31 651 opo ti. 
Fax: (*Cl-70) 340-3016 



AuViOftied officer 



Van Bijlen, H 



PCT/ISAAIO (taoonO JhMt) (Jiiy 1992) 



page. 1 of 3 



INTERNATIONAL SEARCai REPORT 



tntematlort ^pllctUon No 

PCT/US 00/11490 



A. CLASSinCATUSN OF SUBJECT MATTER 

IPC 7 C070263/58 C07D215/38 C07D215/20 C07D413/04 C07D409/12 
C07D213/61 C07D401/06 C07D239/74 C07D215/50 C07C63/00 
C07C57/03 


Accoftting to tntematiQnal Patent Oassifieation (IPC) or to bo(h national dasaficati 


on and IPC 




B. RELOS SEARCHED 


Mnimum documeniatian saaretwd (dassificanon system foMowed by dassificaiion symbols) 


Oocumemation seaiched dher than minimuRi documentation to the extant that such documents are included in ttw fidds searehed 


Bectionic data base consulted during the international seaich (name of data base 


and. wtwre practical, search terms used) 


C DOCUMENTS CQNSIDERED TO BE HELEVAhfT 


Category* 


Citation of docixnent. with indication, where appropriato. of the relevant passages 


MavaMioelaimNo. 


X 


WO 97 24331 A (LABORATORIOS MENARINI S.A.) 
10 July 1997 (1997-07-10) 
♦ complete document * 


1,49 


X 


WO 99 07357 A (ONO PHARMACEUTICAL 

CO., LTD,) 18 February 1999 (1999-02-18) 

* complete document * 


i, 49.66, 

. 82 


X 


WO 99 08501 A (DR. REDOY'S RESEARCH 
FOUNDATION) 25 February 1999 (1999-02-25) 
* complete document * 


1,49,66, ' 
82 


X 


WO 89 04303 A (RORER INTERNATIONAL 
(OVERSEAS) INC.) 18 Hay 1989 (1989-05-18) 
* complete document * 


1,49 










1 ]([ Further documents are listed in the continuation of boot C. 


j)( I Patent family rtwmbers are Isted in annex. 


* Special categoiies of cited documents : 

*r later document publlahed after the intemational filing date 

•A- documerrt defining the general state of the art which is not 

considered to b?of partcular relevance SS^SjJT^^ «ndert>«ng the 

^' ^^^l^^^f^'^'^^^^^*^^ intemalional ^. document of partkaiar relevance: the claimed Invention 
nung ace cannot be cortsidefBd novel or carvxjt be considered to 
V documerv wtiich may Suow doubts on priority ctaim(s)or Involve an inventive step when the document is takenalorte 

^Sn^^^^^t^lf^J^ifi^ °* "Y* document of paiteutar lelevance: the claimed invention 
otadcn or other speoai reason (as specified) cannot be considered to involve an inventive stepwhenihe 
"0' document lefenfng to an oral dsdosure. use. exhibitfonor document to combined %Hith one or more other suchdocu- 
oiher means ments. such combinatMn being obvious to a person sidfied 

•P" document pubOched prior to the trttomational filing date but in the art. 

later ttwi the priority date d aimed "i' dooumentmombef of the same patatit family 


Dato of the actual completion of the international search 


Date of mailing of theintemaflonal search report 


21 September 2000 






Name and mailing address of the ISA ^ 

European Patent Office. P.B. 581 8 Patentfaan 2 
NL-2280HVR1fSwijk 
Tel. (+01-70) 340-204a Tx. 31 651 epo rt. 
Faic (+01 -70) 340^1 6 


AutlKMlZBd officer 

Van Bijlen, H 



FomPCr/ISMIOd 



sftMi) (JUy 1902} 



page 2 of 3 



INTERNATIONAL SEARCH REPORT 



tntsmstiot, .pplicstlon No 

PCT/US 00/11490 



a(Contlniuitlon) DOCUMENTS CONStOEREO TO BE REUEVANT 



Category * Gtation ol documenu with indiealion,wher» appropriate, d (he reievant passages 



Retevant to daim No. 



.X 



wo 89 05294 A (LEO PHARMACEUTICAL PRODUCTS 
LTD.) 15 June 1989 (1989-06-15) 

* complete document * 

WO 89 12629 A (RORER INTERNATIONAL 
(OVERSEAS) INC.) 

28 December 1989 (1989-12-28) 

* complete document * - 

WO 92 22533 A (THE UPJOHN COMPANY) 
23 December 1992 (1992-12-23) 
« complete document * 

EP 0 643 045 A (CIBA-GEIGY AG) 
15 March 1995 (1995-03-15) 

* complete document * 

WO 99 20275 A (RHONE-POULENC RORER 
PHARMACEUTICALS INC.) 

29 April 1999 (1999-04-29) . 

* complete document * 



1,49 



i;49 



1,49 



1,49 



1.49.66, 
82 



Pom PCT/iSAJZIO (eenanuatien of second ciiMt) (July 1992} 



page 3 of 3 



International Application No. PCTAJS 00 A 1490 



FURTHER INFORMATION CO^mNUED FROM PCT/JSA/ 210 



Continuation of Box 1.2 

Claims Nos.: 1-88 ( partially ) 



The Initial phase of the search revealed a very large number of documents 
relevant to the issue of novelty. So many documents were retrieved that 
it is impossible to determine which parts of the claim(s) may be said to 
define subject-matter for which protection might legitimately be sought 
(Article 6 PCT). 

For these reasons it appears impossible to execute a meaningful search 
and/or to issue a complete search report over the whole breadth of the 
above mentioned claims. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the ERG policy when acting as an International 
Preliminary Examining Authority is normally not to parry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONAL SEARCH REPORT 

litfonnatlori on patent tafflUy members 



tntematio. Application No 

PCT/US 00/11490 



Patent document 

cited in searcti report 



PubGeation 
data 



Patent famDy 
menil)er(s) 



PiAlication 
date 



WO 9727857 



07-08-1997 



AU 
AU 
AU 
CA 
EP 
UO 
US 



1856997 A 
719146 B 
2250797 
2245524 
0904079 
9728149 
5859051 



22-08-1997 
04-05-2000 
22-08-1997 
07-08-1997 
31-03-1999 
07-08-1997 
12-01-1999 



WO 9827974 


A 


Oi— 0/— iyyo • 


AU 


719663 B 










AU 


5615298 A 


17-07-1998 








EP 


0948327 A 


13-10-1999 








AU 


1856997 A 


22-08-1997 








WO 


9728149 A 




WO 9731907 


A 


Ail nn 7 
04-09-199/ 


AP 


780 A 


Li X777 








AU 


717699 6 


in— n*^— 9nnn 








AU 


2093597 A 


1 A— nO— 1 0Q7 

iO~U7"'l77/ 








EG 


102792 A 


1 — nO— 1 QQQ 








BR 


9707736 A 










CA 


2247443 A 


UH-uy-iyy/ 








CN 


1218460 A 


u^~uo~iyyy 








CZ 


9802750 A 


ii~ui"iy77 








EP 


0888317 A . 


n7- Al _1 OOO 








HR 


970110 A 


iu^UH-iyyis 








JP 2000507216 T 


1 0 AC— OAAA 








NO 


983940 A 


Z7-lo-iyy8 ' 








PL 


328871 A 


01-03-1999 








SK 


116398 A 


13-04-1999 


WO 9728149 


A 


07-08-1997 


AU 


1856997 A 


2Z-08-1997 






AU 


721452 B 


05-07-2000 








AU 


2115997 A 


22-08-1997 








CA 


2245529 A 


ftT f\o "1 nnT 

07-08-1997 








EP 


0888278 A 


07-01-1999 








WO 


9728115 A 


07-08-1997- 






• 


AU 


712607 B 


11-11-1999 








AU 


1858197 A 


'il AO 1 Art7 

22-08-1997 








CA 


2244831 A 


A"? AO 1 noT 

07-08-199/ 








EP 


1011651 A 


^0— UO— ^UUU 








JP 


2000504021 T 


04-04-2000 








WO 


9727847 A 


07-08-1997 








AU 


719146 B 


04-05-2000 








AU 


2250797 A 


. 22-08-1997 








CA 


2245524 A 


07-08-1997 








EP 


0904079 A 


31-03-1999 








WO 


9727857 A 


07-08-1997 








AU 


708055 B 


29-07-1999 








AU 


18S6397 A 


22-08-1997 








EP 


0882029 A 


. 09-12-1998 








WO 


9728137 A 


07-08-1997 








US 


5859051 A 


12-01-1999 








. ZA 


9700824 A 


30-10-1998 








. US 


5847008 A 


08-12-1998 








AU 


719663 B 


11-05-2000 








AU 


5615298 A 


17-07-1998 








EP 


0948327 A 


13-10-1999 








WO 


9827974 A 


02-07-1998 



Fonn PCT/iSAAiO (patvTt tvnfly anrai) (Jidy 1 992) 



page 1 of 3 



INTERNATIONAL SEARCH REPORT 

Information on patent family membera 



application No 

PCT/US 00/11490 



Patent document 




' Pubticabon 


Patent family 


Pubfication 


cttsd in search report 




date 


member<s) 


date 


WO 9724331 


A 


10-07-1997 


ES 


2117551 A 


01-08-1998 








AU 


1378397 A 


28-07-1997 








EP 


0874826 A 


04-11-1998 


WO 9907357 


A 


18-02-1999 


AU 


8559598 A 


01-03-1999 


WO 9908501 


A 


25-02-1999 


AU 


1120599 A 


08-03-1999 


WO 8904303 


A 


18-05-1989 


US 


4920133 A 


24-04-1990 








AU 


635196 B 


18-03-1993 








AU 


2719888 A 


01-06-1989 








EP 


0395697 A 


07-11-1990 








OP 


3500885 T 


28-02-1991 








MX 


9203773 A 


01-07-1992 








US 


5051427 A 


24-09-1991 


WO 8905294 


A 


15-06-1989 


AT 


110364 T 


15-09-1994 








AU 


2611888 A 


05-07-1989 








AU 


617386 B 


28-11-1991 








CA 


1336602 A 


08-08-1995 








DE 


3851232 D 


29-09-1994 








DE 


3851232 T 


02-02-1995 








. DK 


118390 A 


14-05-1990 








EP 


0420844 A 


10-04-1991 








ES 


2011919 A 


16-02-1990 








GR 


1000422 6 


. 30-06-1992 








IE 


64473 B 


09-08-1995 








JP 


3501477 T 


04-04-1991 








NZ 


227003 A 


26-11-1991 








PT 


89118 A,B 


01-12-1988 








US 


5110819 A 


05-05-1992 








ZA 


8808763 A 


26-07-1989 


WO 8912629 


A 


28-12-1989 


US 


4918081 A 


17-04-1000 


WO 9222533 


A 


23-12-1992 


JP 


5213884 A 


24-08-1993 








AU 


2157192 A 


12-01-1993 








MX 


9202839 A 


01-02-1993 


EP 643045 


A 


15^03-1995 


AT 


190307 T 


15-03-2000 

Aw W W b WWW 








AU 


683481 B 


13-11-1997 








AU 


7161794 A 


23-03-1995 








CA 


2131644 A 


11-03-1995 








CN 


1105991 A.B 


02-08-1995 








cz 


94Q2187 A 


15-03-1995 








DE 


59409179 D 


13-04-2000 








ES 


2144501 T 


16-06-2000 








FI 


944120 A 


11-03-1995 








HU 


70556 A 


30_10_i995 

WW AV ^ ^ J 








JP 


7179426 A 


18-07-1995 . 








NO 


. 943336 A 










NZ 


264420 A 


25-06-1996 








SK 


107394 A 


10-05-1995 








US 


5508408 A 


16-04-1996 








ZA 


9406957 A 


18-04-1995 


WO 9920275 


A 


29-04-1999 


AU 


9696198 A 


10-05-1999 








EP 


1030665 A 


30-08-2000 



Forni PCmSAAlO (pitani tuiAy amw) <Jiiy 1«92) 



page 2 of 3 



INTERNATIONAL SEARCH REPORT 

Information on patant tamlly memOora 



Intematta IppUcatien No 

PCT/US 00/11490 



Patent document 
cited in search report 



PubOeation 
date 



Patemfamily 
fflenil3er(s) 



PubOeation 
date 



WO 9920275 



NO 
NO 



20001962 A 
20003107 A 



16-06-2000 
26-07-2000 



Fonn PCT^SAAIO (patent (amiy imox) (Jiiy 



page 3 of 3 



